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R. R', Ri, R2, R3, R4 ^ X ^ ^^^'\^] wl-Sf 



£ 1 
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- xr>^ 2:^^% {Therapeutic composition comprising^taspli^l^ 
■i'g'J"' ■ inhibitor) '-^ 

2. 1^ ^11^^ ?fl:ii4^1(caspase) 1, 2, 3, 4, 6, 7, 8^9<^li:fltt LB840335^«e^ 

:£ 2^ TNFa ^ ^T-E]i^p>o]Ai(actinofflycin) dS. ^S.^ JL^}7} -B-i£^ 

i^VAflioflAi LB84033^ ffl^s)-;^! "^^^iJl^l- M"^^ ^'^H; 
£. 3^ TNFa ^ ^^Hli^p}©]^ DS. ^^l^H '^flS.^ JIAV7> -R-S.^ :?>>^flioi]r. 
LB84033^ ^ilSJl^]- ^I-^Jl^* 

4^ ConA«^1 m^vH AST ^ ALT %^^^] tfl^ LB84033S1 -g-^-s^^^ 

^ ^^1*^^^ M-B^-^ :^olT3^((^7l<^lA^, as.:^iw>^ ^5^11- ^-^ifl^ p?t^ Student's 
t-test«^l ^<^14); 

S. 5fe ConA«^l ^-^^ ^ilivfl a>o]i£.^^6)1 cfl^ LB84033^ -§-^-2l^^^ ^ 
14^^ ^ol:il(<^7loilAi, aS^itiVfe ^^^11- M-H^-^flT^^ p^^ student's 
t-test<^ ^o]t\.); 

£ 6^ ConA-^Bl^ T^l-^^ ^n^^ ^ S^^^ JL^y^ ^^<H1 

tflt!: 1384033^ ^^1%^^^ M-^^ ^ ( 7] a-] , A ^ G: ConA ^ B ^ 

H: ConA ^ LB84033 4iiig/kg C ^ I: ConA ^ LB84033 20ing/kg ^ej, D ^ J: ConA 
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^ LB84033 lOOmg/kg ^^h^ . E ^ K: PBS ^ ^^1^ F ^ L: PBS ^ LB84033 

lOOmg/kg ^S. 2^ A}^^ ZLf-^ 1045^5] n>o.^5.«.Bl ^<H^ 'fl 



LB84033SI 4^1-^ Zl#.^..iOT^]-Bl ^ t'V-^^-^ tfl^B ^-^^ 

m 

^ £ 8^ ^4 ^E]5|l-&ai)- Fas ^«fl J1A]-7}- -^-S^ >Hli<^l tfl^ -^'^^ 

<io> [^t?-^ 1] 

<11> H N O H 




<12> 



<13> 
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(-Ar), ^1*^ -^^^aC-SAC-Ar)^ v|B^-ifljL; 

<14> Ri ^ -SAC, -SCAC. -Ar. -SAC-Ar. Sfe -CHzCOOHl- ^-H^-^fl7^q-. c^Hi^xvo^ 

1 5a'rl-)€- im^flp^: ■ 

<15> R3-€f -SAC. -XAC. -Ar, -SAC-Ar Sfe ic^ . ^7] ( ^Vy] 7V ^V^^^> S 

-CH(CH3)2. -CH2COOH. -(CH2)2C02H, -CH2C(=0)NH2 -(CH2)2C(=0)NH2 * M"^^^; 
<16> R2 ^ -H. -SAC. -SCAC, -Ar. -SAC-Ar Sfe o\v]^^^o^ ^^7]{:-^7\7\ 

q-. -(CH2)n(0)mR5 (^^l^i R5 = -SAC. -SCAC. -Ar, -SAC-Ar; n 0. 1. 2; m = 0. 1). 
-(CH2)n0C(=O)R6 Re = -SAC. -SCAC. -Ar. -SAC-Ar; n = 1. 2). (CH2)n(0)m 

Ar- (c«^7lAi n = 0. 1. 2; m = 0, 1; Ar'=^l€^ o]^]t>,^)-^ 
<i7> R4 ^ 2.€r €^ oHi^-tVfil ^7]^ o}^::^!-^ q-EfiflTiM-. -C(=0)R7 (<^7lA^ R7 
= -SAC. -XAC. -Ar. Sfe -SAC-Ar). -C(=0)0R8 (^7lAi Rg = -SAC. -SCAC, -Ar, 
-SAC-Ar). -C(=0)NR9Rio (<^7lAi Rg. R^o = -H, -SAC, -SCAC, -Ar. -SAC-Ar). 
-SORii (^7lA-1 Rn = -SAC. -SCAC. -Ar. -SAC-Ar). Sfe -SO2R12 (^^1^^ R12 = 
-SAC. -SCAC. -Ar. -SAC-Ar)* 4^iflai; 

<18> Ri ^ R', R3 ^ "^l^t!: R ^ ^4 'S^^^ (CH2)n. (CH2)n-0-(CH2)m, 

(CH2)n-NRi3-(CH2)m H7l^i n+m <9. R13 = -SAC. -SCAC. -Ar. -SAC-Ar. 
-C(=0)-SAC. -C(=0)-SCAC. -C(=0)-Ar. -C(=0)-SAC-Ar]^ ^><=>m^ m% 
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X ^ -CN, -CHO. -C(=0)Ri4 = -SAC. -SCAC. -Ar, -SAC-Ar], 

-C(=0)0Ri5 = -SAC, -SCAC, -Ar. -SAC-Ar], -CONRigR 17 [c»^7lA-] R^g ^ 

Ri7 -g - -H, -SAC. -SCAC. -Ar -c/^r rt rl -rr-n ^rH _np^j ^ 

-SAC. -SCAC, -Ar, £^ -SAC-Ar], -C(=0)CH20C(=0)Ri9 [<^7]a-1 r^q = -sac. -SCAC. 
-Ar, -SAC-Ar]-i- ^^^^ , X 7} -COCHg-W ^ ^-f , W ^ -Ng. -F. -CI. -Br, -I, 
-NR20R21 -SR22 R20, R21 ^ R22 ^ ^^^^S. -SAC, -SCAC, -Ar. H 

^ -SAC-Ar o]7]i4 R20 ^ R21 o] ^^*H >^>^1€-^ ^^1-^ ^ ^4]* 

M-Ej-tflTm; w ^ s-1-7] ^^^^ q-Ef'i ^ ^jl: 



^7]^o]]^i Y ^ -OH, OR23 (<^7l^i R23 = -SAC, £^ -SCAC), -C(=0)R24 (^^j^i 
R24 = -H, -SAC, SE^ -SCAC). -F, -CI, -Br, -I, -CN, -NC. -N3, -CO2H, CF3, -CO2R25 ( 

R25 = -SAC. -SCAC). -C(=0)NHR26 (^7]^^ Rgg = -SAC. Hfe -SCAC), £^ 
-C(=0)NR27R28 R27. R28 = -SAC, SEfe -SCAC) # M-Bf^ ^ o;ij7, ^]-^(order) 

^7] ^t^<i^ lo] ^^^ofl tflt> ^^o)]A-l ^71-^1 -g-o]^ ;go^ 

a) '^^(Simple Alkyl Chain; SAC)^ fJ-^^^ 1 ^Ji\^] 8^ ^s^-==^d[il- s]n]^]-D^ 



<20> 




49-8 



2m nr 



<24> b) A>ol#^^^(Siraple CycloAlkyl Chain; SCAC)^ "^^^ 3 10^ ^\o^%^ 

<25> c) <^>*(Ar)^ ^^[1:2,3,4,5,6], 4H^€[l,2:l,2,3,4,5,6,7,8,] , A'A'^ 

[2,3.4:2.3.4,5,6], <?1€-[1,2,3,4,5>6.7- 1,2>3,4,5,6,7] , ^^^[3, 3. 4, 5, 6, 7. 8' 

2.3,4,5,6,7.8], <:>l:iiflfe^[1.3.4.5.6,7.8: 1.3.4.5,6,7,8], ^€[2,3:2,3,4,5], 
^[2,3:2,3.4.5]. 3:ilr[1.2,3: 1,2,3.4.5], 3:151p1^[2,4.5,6: 2.4,5,6], <51p14^ 
[1.2.4,5:1,2,4.5]. -f^ ^^l^H, #Jl*^<^>H SJ:^ t^^I^ ^^*>^ <^>€ ^^^1 ^ 

<26> t|^^ JLA>(apoptosis)i4 ^7]^^ ^Al}: 1-^^^ 

(Fulminant hepatic failure; FHF)4 f^^^ «^>7lA]^x:f(^^: 

Trey, C. et al., 1970, Progress in liver disease. Popper, H. and F. Schaffner, 
eds. Grune and stratton, New York, pp282-298). FHF^ ^^A^fe ?]:«gw><^lsl^ ^ 

^Ay}A% ^ ^ ^4. OL ^^*] ^^4. FHF^ 

^^^M ^ wl-ss.^ ^ 1-2^^ tflofl ^]^^^ 

<27> FHFl- ^1^*>7] ^^<^ ^^M, ^SE^S^^BflS-OlJE., ^1, ^ 

5J %^ 1}-^<='l ^l"§-5]^4(#2:: Sherlock, S. 1993, Adv. 

Intern. Med. 38: 245-267). ^o^'SS JL^l-^^ 
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^o.^ ^S):^. ^7] ^^o^ <^1^1- 7Tl^Al^ ^ 

^ ojAj^o^ oi^].c^ :^ol>^ ^a] PHFofl tflt!: ^^tb ^l^^'^^.^^ 

l:€-S-*>Jl -B-tfltb >^ilSl- >ll7l*>t«^ -H-^l«>7loi] 3i}-;gol^A-l, 

4 ^^1 ^^1 w><^lsi^'^^ ^9^, "^-i-^^ ^ 1-^^^ 

Al>:Bl]o] ^^B]lo].;H]ofl ^ ^^^V ^m^^ ^>-§-^l ^^€4. ^'fl^^ll-;^!^ ^<^f^^ 

^SL7} J1A>S1^ l}-:^^!*]-^ ^]^^^ DNA ^^^<^1 ^-§-*]-^ ^#5ll<^}»l^ 

ICAD/DFF454 Bcl-21- l-l:^^^Al^r}. ^fl^^^l^ ^^£^2:1- ^ 

5 ^^1- ^ll^^^f-^S.^ JIAH 7l<^t!:4. 7fl^4^1fe JLAj-Al^l- ^^.X\f]Jl 

>His ^3^^] ^^th >^fls^ ^^Ai^o.^^ j7A> ^^^m 

^1^1^ ^^*}7fl ^^5)0^ J7A> -i-^^t!: ^>^H 7l<?l*>^ 
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<29> o^s^^^o^ f]\^^^4 7ll^€ tif ^4. wfoiei^^^ CrmA, 

p35. lAP 3ill^5l(jix} <^^]^]) ^ wHsi^oi] 3.^s^^ HBx ^ 

47}yq$] ^^5)^ Zlf-o] oxt\.(^Si: Gottlob, K. et al., 1998, /. BwJ. ChemWBr. . 

2^ 273: 33347-33353) A].^;^]?^-^ ^g>4. 7-VAD-fmk, ^ 

z-DEVD-fmk ^ Ac-YVAD-cmk^]- ^Bl-c5]:E.>^j ffldiisl-^l ^^1^1^ ^^-^-^^^ ^ 
^]-%-^^ ^^l^m >Hl3£^^(^S: Sane, A. T. et al . , 1998, Cancer 

% Res. 58 : 3066-3072), Fas TNE^'^ ^^^^ ^^1^ 

Kunstle, G. et al . , 1997, Immunol. Lett. 55: 5-10), ^^^l^^^]^^ "^dli^^C^S: 

Cursio. R. et al., 1999, FASEB J. 13 : 253-261 )<^>««i J1a1-^>^ A'^ 
W-) (Petak) ^¥-^^(51 functional) ^^^^1 BCNU(1.3-tilrfi(2-#SS.ofl^)-l-v:iSS^^- « 

^*>^^(^2:: Petak, I. et al.. 1998, Cancer Res. 58: 614-618). >\<=>\% 
^4Al7fli4^1-2(C0X-2) <^>ll;*l]7l- FHFS] ^^^Jl $lcf(^2:: 

McCormick, P. A. et al., 1999, Lancet 353: 40-41). nelM-, o] ^;go^ j^arj-oi] tflgfl 

^^tl: ^1:S.^<^ ^^^cf. 91^ FW<^] tfl^ ^]s.A 

Ih^^S.d^<^}'^<^ -6-^^ Galanos, C. et al., 1979, Proc. 

Nat J. Acad. Sci., 76: 5939; Lehman, V. et al., 1987, /. Exp. Med. 165-657), t^-^ 
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*>^^ ^e^ll ^AS^i ConA-a-^^^ ^'^<=>]^i%S:: Tiegs, G. et al., 1992, . 

90: 196-203; .Mizuhara, H. et al . . 1994, /. Exp. Med. 179: 1529-1537). ConA^ T 

r^nA-B-^^j TV^.^^^^ ^^1 ^"^Hl F a s^ ^ 

^<^]^^ FHF4 -n->^>*>4. Fas^ :?]:>qlS<H]>«'-1 ^^=1^, FasL^ l:'^^^^ T 

4S.^^^ ^^^^ yW^t^. i^y-^dK^ ofjiq^^ 

^ Si^l-S^ *j-Fas ^^^m ^^^^ olF7]^]^]^n, o]^ ^M^^ 

^5. %>^J^€ Fas-FasL aI^i^o] >^i]i^>^^ T ^-flS.^ ^^^1:^^^^ Ir^^sl-Ajj^^ 1- 
.ife ol^ ^o.^ ^ ^^yJ^t^, FHF^l ^^ofl CTLs7l- ^o^Wt] 

'a:S]§>jL $itf. ^es] ^^<:»11>H^ Fas-FasL Aj^i^o^ %>»§^7} ConA--^^^^ ^"^^ 
^tb ^>Hli^ ^^<H1 ^^tb ^-^^ SJ^sl^cfC^^: Tagawa, Y. et al., 

1998, Eur. J. Immunol. 28: 4105-4113). FasL^ ConA7l- ^^^^ 
-frS.5)p^, T >Hli£>a-<Hl>»>i -f4*>7fl ^^sj^c-fl, ^Ife- Fas-FasL a]>i^o1 ConA- 

-B-^^^ ^^tb ^^>^^ 7l-El^4. 2£^, ConA-:?>«S^ IL-2, IFN^. 

IWa, IL-6, IL-4 ^ IL-104 cf«y:tb ^]-<^lS.?l^^ ^^sjo^ o;^^. 

<31> o]s)^ 7]#^ i^ll^^l-*^ ^ ^^^m^ >Hli5l tfl^al>^H 7l^*>^ ^^^^ :(V^:^ 

^4 tfltb JL^^i^y 7l]^§>7l <^^^ 
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<32> 1] 

^33i H N O H 




<34> ^7l^ollA-^ 

<35> R ^ R' ^ 21-21- ^^^-2.^ ^^^(-SAC), ^><>1#5.^^^(-SCAC). ^^^^ 

(-Ar), JE^ ^^^^<^ ^^(-SAC-Ar)^ M-^iflJL; 

<36> Ri ^ -SAC, -SCAC, -Ar, -SAC-Ar, -CH2C00H1- q-B]-ifl7lM-, o>n1i^AVo:| 

<37> Rg o. _scAC, -Ar, -SAC-Ar <iHii'?:>Sl ^7l(^7l7]- ^^^^ SE 

-CH(CH3)2. -CH2COOH. -(CH2)2C02H, -CH2C(=0)NH2 -(CH2)2C(=0)NH2 » M-^xfl^; 
<38> R2 ^ -H, -SAC, -SCAC, -Ar, -SAC-Ar €^ c^I-t^] i^xj. ^7](?b7l7l- ^>^^'?:> 

-(CH2)n(0)mR5 ("^^^l^i R5 = -SAC, -SCAC, -Ar, -SAC-Ar; n = 0, 1, 2; m = 0, 1), 
-(CH2)nOC(=0)R6 (^7]^] Rg = -SAC, -SCAC, -Ar, -SAC-Ar; n = 1, 2), SEfe (CH2)n(0)B, 
Ar' (<^7lAl n = 0, 1, 2; m = 0, 1; Ar ' =^1 ^5) 7l 14 ti]^]^^ sfl^ o1^l4^)* 
M-E}-vfln^; 
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<39> R4 ^ s.^ ofBji^AVo] ^7]^ of^zLf-^ q-E^vflTiq-, -C(=0)R7 i^7]^^ R7 
= -SAC, -XAC, -Ar, -SAC-Ar), -C(=0)0R8 (^71^^ Rg = -SAC. -SCAC, -Ar, SE^ 
-SAC-Ar), -C(=0)NR9Rio (<^7l>H Rg, R^q = -H, -SAC, -SCAC, -Ar, Hfe -SAC-Ar), 

-SORii (<^7]Ai Rn = -SAC, -SCAC, -Ar, -SAC-Ar), -SQ2R12 (^7]a^ R12 = 

-SAC, -SCAC, -Ar. -SAC-Ar)* 

<40> ^ o];^^> R', R3 ^ ^^^t R ^ 44 M ^^S|cH (CH2)n. (CH2)n-0-(CH2)„, 

(CH2)n-NRi3-(CH2)!n n+m <9. R13 = -SAC. -SCAC. -Ar. -SAC-Ar. 

-C(=0)-SAC. -C(=0)-SCAC, -C(=0)-Ar, £fe -C(=0)-SAC-Ar]s1 a>o1^i3 ^^^^ 



<4i> X ^ -CN, -CHO, -C(=0)Ri4 ['=^7]^^ Ri4 = "SAC, -SCAC. -Ar, SE^ -SAC-Ar], 

-C(=0)0Ri5 ['^7]^^ Ri5 = -SAC. -SCAC. -Ar. -SAC-Ar]. -CONRieR 17 [^7]^^ R^g ^ 

^ z^-z^- -H, -SAC, -SCAC. -Ar, S:^ -SAC-Ar], -C(=0)CH20Ri8 Ris ^ 

-SAC, -XAC. -Ar, -SAC-Ar], £^ -C(=O)CH20C(=0)Ri9 [^7]^^ R19 = "SAC. -SCAC, 
-Ar. Hfe -SAC-Ar]-i- M-Bl-xflx^. X 7|- -COCH2-W 91 ^-f , W -N2, -F. -CI. -Br. -I, 
-NR20R21 -SR22 [^7lA-l R20, R21 ^ R22 ^ 44 -SAC. -SCAC. -Ar, 

^ -SAC-Ar <^l7]u|- R20 ^ R21 W ^W*^ ^-^1-^ ^^^^ ^ Slcf]!- 



<42> 



R Y R O 




<43> >^7l^oilAi Y ^ -OH. OR23 (^7)^] R23 = -SAC, 5£fe -SCAC). -C(=0)R24 ('^7lA-l 
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R24 = -H, -SAC, SEfe -SCAC), -F, -CI. -Br, -I, -CN, -NC, -N3, -CO2H, CF3, -CO2R25 ( 
c^7]A^ R25 = -SAC. SE^ -SCAC), -C(=0)NHR26 R26 = "SAC, -SCAC). 

-C(=0)NR27R28 R27, = -SAC, Sfe -SCAC) 1- ^^'i ^ ;^l-^(order) 

"t-^^^ ^^i^S ^ >HliJl>».l- ^IS^l 

<45> ^^1^ -g- ^tg o, ^7j<q. ^o. A^]iJlA>5l ^^7] JL^^I 

^]^fl, i=l#^. AIDSS ^t!: ^i:, ^n^^, :^^vi[o]^^6\] i^^^S". 

1-^^^ :?]:^^^(Fulminant hepatic failure; FHF), 3i||^^(septic shock), ^7)0] 

<46> ^ S^^^l-^ ^:?]: l-^-^^ :?]:^^^^ ti>^al*}7fl 

<47> ^ ^Tg^ SB^^ 7fl^i^;^l A>^^^ ^^10.^ ^ >^fliJL>^]- «j- 

49-15 



1990048608 



2000/7/ 



<50> IS] ^^1- f-ofl^H^t ^ -g-£.<^l ^^tl: R ^ R' 

^1 ij-gfiflJl; Ri ^] -CH2COOH -CH2COOCH3 1- R2 7]- nfl^ a 

^ (CH2)n(0)nAr'[n=l. 2; m=0. 1; Ar' = ti]^]^^ <^1^14#]# 

q-^iflJi; R3 71- -CH(CH3)2. -CH2COOH, -(CH2)2C02H. -CH2C(0)NH2 SE^ -(CH2)2C(0)NH2 1- 
^-Bfxfli:^; R4 71- -C(=0)(0)nR 29Cn=0, 1; R29 = "Ar SEfe -SAC-Ar], -S02R3o[R30 = "Ar H 
^ -SAC-Ar], SEfe -C(=0)NHR3i[R3i = -Ar £^ -SAC-Ar]^ ^^l-tflui; X -C(=0)CH2N2, 
-C(=0)CH2Br. -C(=0)CH2C1. -C(=0)CH 20Ar'[Ar' = ^ll^] SE^ -C(=0)CH2X(=0)Ar"[Ar " = 
2,6-1:1 1-^^211^ 2,6-^1^11^311^]^ ^^^^ 

<5i> ^z]. ^^1 21-^1-^ 

<52> (3S)-3-{3-[ (lS)-l-5ll ^ 1^ ^^>«>1 ic-2-tfl ^-HS.^ ]-4 , 5-cl a:>olwE.^-ol ^ 

>«>>#-5-5'>:a.^<>l-f 1 ii}-4-?llS.-^Bl-i:.>i]- ; 

<53> (3S)-3-{3-[(lS)-l-5ll^^^^^in-e-^*^Hii-2-^m-^^^]-5-5ll^AHl€-4,5-i^ 
*><5l ^Al.l^-5-7>Ji^-o>nl i::}-4-?)lS.-^Hl-2t^ ; 

<54> (2S)-2-{3- [ ( 1S)-1-5|1 ^ ofl Al 5^1-^^ o>nl i^-2-Dll ^- = ]-5-5fl ^ a] pj] ^-4 , 5-tq 
iSl-ol B.S.-0] ^A>^-5-7'>:e.^-o>til i::}-^A| A> 1-(N-^1 ^-N-^l ^■^] B. 

<55> (3S)-3-{3-[(lS)-l-3^^^]€^>^l7m^<>H2i^-2-i^l€~^^^]-4,5-t:l^l-^l-£.^-<^l^ 

^}^-5-n^'i<^}^ ii}-4-?llS-5-i=l o>2:-^El-ii>a: ; 
<56> (3S)-3-{3- [ ( lS)-l-3^ ^ tfl €^>^1 ^l^'d <^>i3] i^-2-^ ^-HS.^ ] -4 , 5-t\ ^o] ^ 
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<57> (3S)-3-{3-[(lS)-l-5ll^p]114^]^l-2iWoHi^-2-pIIl-^^:g]-4,5-c1^1-olH.^-ol^ 

(3S) 3 (3 [(IS) 1 (M:^^^ 1 ?lTiLid < >]T^1lLi) 2 TTfl^ HS.^] 5 g]]v,» . ] p]]^ 4^5 

<59> (3S)-3-{3-[(lS)-l-(M-S^€-2-^l--a.^o}plic:)-2-nll^-^^^]-5-3J|litAl-^1^-4.5- 
^ l=1*><5lS.S.-ol#A>§-5-7>:a.^c5>T3l2r:}-4-?ilS.-5-3Jil^Al-:^4^ 

<60> (3S)-3-{3-[(lS)-l-(i4^1:^-2-^m^o]-Tili^)-2-Till^-^^:g]-5-3Efl^Al-pll^-4,5- 
<6i> (3S)-3-{3-[(lS)-l-(i4Sl:^-2-nii^<^Hi:^)-2-^l^-H^€]-5-3|l^Al-Pil^-4,5- 
<62> (3S)-3-{3-[(lS)-l-(M-^^€-2-7>:a.^oMi::)-2-^€-^S.^]-5-5|l^Al-Tifl^-4,5- 

<63> (3S)-3-{3-[(lS)-l-(^Hl-€-2-7m^<i]-T3]ic)-2-pfl^-^^^]-5-3?{l^-pll^-4,5-cl 

<64> (3S)-3-{3-[(lS)-l-(4S^^-2-7'm^6Mii)-2-tfl^-^^^]-5-5|l^-xilll-4,5-i^ 

<65> (3S)-3-{3-[(lS)-l-(^^^iai-2-^m^6Hi^)-2-ti|l^-HS^]-5-3«(l^-t>iI^-4.5-c1 

<66> (3S)-3-{3-[(lS)-l-(M-^^^-2-n:e.^c»].nli^)_2-P0^-^S.^]-5-5ll^-Till^-4,5-i:q 
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<67> (3S)-3-{3-[(lS)-l-(q-^l:^-2-n:a.^6>nlii)-2-nll^-^S^]-5-JJfl^-afll-4, 5-1:1 

" (3G) 3 (3 [(IG) 1 (^jlL^ia 2 7] ji^jo] p]!^) 2 n]]^ ILE.^] C p]]^ 4^5 x:^ 

.,<69> (3S)-3-{3-[(lS)-l-(M-^^^-2-n:a.^6>p]ic)-3-5>']-^A]-n^:g]-5-o)l^-4^5_t:^^]. 

<70> (3S)-3-{3-[(lS)-l-(^fe^-2-'^-ni^o>nlv^)-2-ull^-S^:t]-5-5ll^^li^l€-4.5- 
<7i> (3S)-3-{3-[(lS)-l-(q-^l-^-2-'iiW<5Mii)-2-i3ll^-SS.^]-5-3^^Al-on^-4,5- 

<72> (3S)-3-{3-[(lS)-l-(M-iE^^-2-7]-^^c:'l-nlic)-2-p|ll-^^^]-5-3J|]^Al-p|l^-4,5- 
^ T=1*><^lS.S-<^l^'^>#-5-n:a.^6Mii>-4-?llS-5-(2-i4H^^Al 

<73> (3S)-3-{3-[(lS)-l-(q-^l-^-2-7m^o>nlic)-2-^^-^S:i]-5-3^^Al-TiU^-4,5- 

T=1^]-ols.^-ol^A>^-5-^>li^o>Dlii}-4-?ll£-5-(l-4H^^Al)-:^El-i::'tl:; 
<74> (3S)-3-{3-[(lS)-l-(2S)-2-<^H11<^>T^li^-^^li^'a<iMii)-3-7>^Al-n^^]_5_p|l^ 

<75> (3S)-3-{3-[(lS)-l-(^^^^-2-^m^o>Dl}t)-2-pll^-n^:g]-4,5-c1§].c,lHS.-6l 
#>^>#-5-?]-^^c>nl i^}-4-?l]S.-5-(2-^^^^Al )-:^Bl-i^Al.; 

<76> (3S)-3-{3-[2-pfll-(lS)-l-(2-i-|-^l-^7m^o).p|i^)-^^^]-4^5_c^^].ol:E.^-o]^ 
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<77> (3S)-3-{3-[2-Dll€-(lS)-l-(5imt.il^^Al^>:e.Tdo}Bli::)-^^:t]-5-5il^-i^^-4,5- 

^ (3S) 3-(3 - [2 - r^]^ .. (iS) - l - ( i Hl^TTi]i^ .9r ^]?>>i^4n]ic:)-ig^€]--5"^^"^^1€"4.6" 

iq^>olH^-o]^A|-^-5-7l-i^c5]-ti]i^}-4-?]l£-5-:y-^£.-^H}ii'a:; 

<79> (3S)-3-{3-[2-ifl ^-(lS)-l-(5ll ^4^1 ^}:a.^^H iL)-^S€]-5-5il ^-1^ ^-4,5- 
^ tq^l.olH5--ol#A>^-5-n:a^oHii}-4-^M-5-(2,6-T::1#SS^3i'^^>««l)-^Hft^ 

<80> (3S)-3-{3-[2-till^-(lS)-l-(5i1^«=>il^7'>ii^6Hic-)-^^^]-5-4 ^-^1^-4. 5-^1*^ 
-<8i> (3S)-3-{3-[2-till^-(lS)-l-(5Jfl^«Hl^^V:a^<iHi::)-^S^]-5-5n^T^^-4.5-^«^^ 

<82> (3S)-3-{3-[2-T^l ^-(lS)-l-(5i1 ^"^l ]-5-5n ^-^1 ^-4,5-c] ^} 

o] ^A].^-5-n:a.^ 4^^] i^}-4-7ll£-5-(2 . 6-^ #^5.^2:^^ ^1 ; 

<83> (3S)-3-{3-[2-^^-(lS)-l-(l-i4^1:€^l-^^4i^li^)-^^^]-5-^^-^^-4, 5-^:1 

<84> (3s)-3-{3- [2-Bfl lS)-l-( l-M-H^^T'l-je.^ oj-Ti] ii)-^^^ ] ^-^ ^-4 , 5-^:1 

^}o] HS-o] ^Al-l^-5-7>ii^o>T3l i^}-4-?flS.-5-:aS£-^^iii<i ; 
<85> (3S)-3-{3-[2-^^-(lS)-l-(l-i4^^'a7'V:a.^«>Mi^)-^^€]-5-5Jll^-Til)^-4,5-^ 

<86> (3S)-3-{3- [2-Pl] lS)-l-( 1-4-S^ €^3.^ 44 ] -5-5ll ^-^1 ^-4 , 5-^1 
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(3S)-3-{3-[2-n]ll-(lS)-l-(l-i|^^^A^^^o].n)i^)-H^:gj_5_3^|^_^|^_4 
(3S)-3-{3-[2-^^-(lS)-l-(l-ufK.^^^3£^o).nli^)-S^^]_5_i()^_^^_4 



<89> 



(3S)-3-{3-[2-pIIl-(lS)-l-((3-^l.l)c^l^^>^^o>pli,)-K^^]_5_3^^_ 
-4 , 5-1:1 ej-o] ^s.-o] ^^}^-5-^}^^o}xi] i.}-4-?fl£-5-tq oj-^-^^l-ic-i]: ; 
<90> (3S)-3-{3-[2-pfl^-(lS)-l-((3-^l-l)<^l7m^ol.nli,)-^S:g]_5_,^^_ p,,^ 

<9i> (3S)-3-{3-[2-x>l]l-(lS)-l-((3-oll-^)ofl^^>^^o]-n]i,)-^^^]_5_^^_ 

<92> (3S)-3-{3-[2-p|ll-(lS)-l-((3-^#t)i>JIl7m^o>pli,)_^S:g].5_j^^.^^ 
-4. 5-cl HS-ol ^A>^-5-7].i^o].pl i:}-4-?ll£-5-i:1 ^>S-^Ef i.^]: ; 

<93> (3S)-3-{3-[2-n|ll-(lS)-l-((3-?ll-l)tfll7m^ol-p]i,)-^^^]_5.5|i^_pfl^ 
-4.5-1:] *>ol HS-o] #>^l-#-5-n:a^ oj-p] iz}-4-?«J£-5- « SS-^aBfict}-; 

<94> (3S)-3-{3-[2-nill-(lS)-l-((3-^l-l)pfl^7].i^o).p)i,)-^^^]_5_,^^_p,|^ 
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<95> (3S)-3-{3-[2-^^-(lS)-l-(^M-H.'i^Mi^)-^5.€]-5-^m^€-4,5-^*}olH.S.- 
<96> (3S)-3-{3-[2-T^l^-(lS)-l-(^M-S.'a^Hi-)-^^^]-5-^m^m-4,5-^*}<='l^^- 
^ <97> (3S)-3-{3-[2-Ti||^-(lS)-l-(^M-2-^a<^Hi:-)-^S^]-5-^^^l^-4. 5-^1*1-^1^^- 

o] ^A>#-5-^>:a^ '^H :r.}-4-?fl £-5-(2 , 6-^1 ^ A] ; 

<98> (3S)-3-{3-[2-^€-(lS)-l-(^m^]^^^5L^^M^)-^^€]-5-5ll^-^^-4,5-nlS> 

<99> (3S)-3-{3-[2-i^^-(lS)-l-(3^^^1€^S^<^H^)-^^^]-5-^l^-^l^-4.5-^*> 

<ioo> (3S)-3-{3-[2-x^^-(lS)-l-(J^^^^^i^<*V^li^)-^^^l-5-3^1|^-T^m-4.5-xq*> 

^ ol ^AV^-S-T'Vje.^c^M ii}-4-?llS.-5-(2 , 6-1=1 #5.^^^^^-^^] ; 

<101> (3S)-3-{3-[2-Tfl€-(lS)-l-(^^€-2-^a-^>:e.^c^Hi^)-^5.€]-4,5-tq^Vol^^-ol 

<102> (3S)-3-{3-[2-Pll€-(lS)-l-(f1^^-2-*a-^>:e.W<=>H^)-^^^]-4,5-c1*><^lHS.-c:>l 

^AV^-5-7m^<^l-^li^}-4-?llS.-5-ti-S.fi.-^^ic^; 
<103> (3S)-3-{3-[2-T^l^-(lS)-l-(^^^-2-*^^-ni^<^>^1i^)-^^^]-4,5-i^^>^lHS--ol 

^;^].^_5_^].:a.T^ i^}-4-?llS-5-(2 , 6-1:1 ^S-S^^i-a-^^l 
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<104> (3S)-3-{3-[2-^l-(lS)-l-(^^^-2-<g-?m^o>i.li,)-^^^]_4 5_n^§>o]^S-o] 

<105> (3S)-3-{3-[2-oil^-(lS)-l-(^^fl-2-^d-^m^o>nli,)-xc^^]_5-5|l^-p)l^-4,5_ 



<106> (3S)-3-{3-[2-Pll^-(lS)-l-(^^^-2-^-ni^oHi^)-^^^]-5-J^^-iHll-4,5- 

<107> (3S)-3-{3-[2-^^-(lS)-l-(^^^-2-^^-7>i^o>nli^)-^^^]-5_5l]y_pn^_4 5_ 

^}o] ^S.-o] ^A}^-5-^}^^^o}v] ic}-4-?]l£-5-(2 , #^^^^<^4a1 )-^Ef Jt^}- ; 
<108> (3S)-3-{3-[2-pfll-(lS)-l-(^^^-2-^-7'>^^ol.D]ic)-^^^]_5-:j^^_„fl^_4 5_ 

<109> (3S)-3-{3-[2-i^l^-(lS)-l-(^fe^-2-^-n:a^o>nli:)-^^^]-5-(l-oli7]4^^- 

"11 ^ )-4 . 5-cl ^l-o] o] ^A|.^-5-7]-ja^ oj-n] 2n}-4-?fl £-5-5)1 -^Efi^^ ; 
<iio (3S)-3-{3-[2-^ ^-( lS)-l-(2-i4^1-^7m^ c>}v] hL)-^^^]-4 , 5-€\ ^o] s.s-o] ^ 

(3S)-3-{3-[ (IS)-l-(^^l iL^aoj-Til i.)-3-n^Al-i^:g]-5-pll ^-4,5-cl ^>c.l s.^-o] 

<112> (3S)-3-{3-[2-tfll-(lS)-l-(^Ali^^o|.D]x^)-^5.^]_5_pj)^_4 5_c]^].ol^s-o]^ 

^|-#-5-n-e.^ol.uli^}-4-?l]:g._5_a]]^Al^E^-}t>a-; £^ 
<ii3> (3S)-3-{3-[2-nfll-(lS)-l-(l-M-S^efl^ni^o>nli^)-^^^]_5_5)]^_p,l^_4 5_ 
^>ol c ^-o] #4#-5-^>^^o>p]ii>-4-?ll£-5-(l-3il Si ^ )-^Bl-ii't}-o1 cf . 
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zL ^^1-^ ;^]^^o^^^ ifltb^^ ;^198-11787S ^ ^^l -f^ 

^ ^^^}o^ PCT/KR99/00561^<^ 0.5. 7l7flS]cH ^t^. 

^^^V^^^. ConA £fe TNFa/^^Hlici^H^ D<^1 ^«fl ^^^<51 
^^li^ ^'^^ ^>^15L JL^}^ ^± ^ PARP 

^ '^^] tfltb sl-^^ 1 Wl-^ ^ ^^;^]-l-a: S^, 

1 jLSfl- ^^js:] ^^1^1 Ac-DEVD-CHO SE^ z-DEVD-cmkii}- tilJil*><^ ^ 

<ii6> 4o.^oilAi ConA<^l -^^^ ?>€^<^1 1^ ^ 

SA>*V^4. :z 1^ 7ll^3^;^ll ^:^]%^^ 

<117> ^^^^ n^^^] :e.-fr«l-Jl 1^ '•flS:'^! 

^^l^l^^H JL^Sl^Jrl-^ ^oflAl BCNU(l,3-wl^ (2-#5.S.^l 

ufl-f 4^*1-711 ^sl^^^l'^! T'fl^iizl-^l?} ^<^^!:i^. H^, ^ 

0^4. 4e1-A^, FHF ^<^1 ^^S.^ i:fl^i^># ^7]^<^1 ^l-^*>7l M. 
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'^l ^atga^f^^i ConA-^^Jr^j Tlr^J-'^-a- ^Ig-^j-^r]-. ConA-^^J:^j Il'tjo]]^ 

o^5l A>ols^^, <^S1-<H lL-2, IFNy. TNF„, IL-6, IL-4 ^ IL-IO^] ^ 
^^•^l^i^ ConAoll ^7}^ 1^^^ IL-1^. IL-2. IL-4 ^ IFN^S^ ^jEofl tfl^b ^ 
1^ JL41- Bll>^.E§].^o.n^^ ^ ^2]- o] ^^l-o] £ 1 ^ 2011 q-Ef^ u]. 

5^ ?fl^4>ll-l-^:^l«-^^A^ ?1*H -S-^-^^^^ ^^^S. IL-1^^§^ 

^^S. ^<^S\SX^(S. 5A ^^). Zl5]i4. S^n^ 13] ^^1-^ lL-2, 
IL-4 ^ IFN^<^1 tfltflA-l^ ^uf^ c^^j:^ p]^];,] c. D #^), o]^ 

s\rn^ 1^ ^^#^1 7fl^4;*ll ^^^^ ^^o] Fasl- ^^^^>fe 

PARP(116kDa)olti!, o]^^ JI-^V^^ >HlS«Hl>H 85kDa ^ 31kDa ^^^^ 

PARPSI 85kDa ^^^^ 3l^}3] ^7]:^]S.^a] o]^^o]^^ (Lazebnik. Y. A. et 
al.. 1994, Nature 371: 346-347; Kaufmann, S. H. et al., 1993, Cancer J^es. 53: 
3976-3985). 12] ^^1-^ ConAofl -^^^ :^^S.^ aLA>S. PAPRS] 

-g-^-5]#^^ «oi-<J=]^^ ^;^l*>^i:]-(£ 7 ^S). ^1^1^ ^-4^<^>H. 85kDa 

116kDa PARP^ 'S"^^-^^ ^.^LS M-E]->ci[:T::f . 
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<120> £ 6^S.^^ ^ $X^o]^ ConA^ ^^^^ ^ 2:^^^ ^sj-l- 

<^a-^^li^, ^^H^ ^#€4. ^sm. tfl:^^^ cx^^^l 

l:4*>i=l-. ^Islll: ^'*'=fl ^^tb 116kDa PARP7> ConA/ti] 

p>o .^o^ 7Vo1]a-^t;: M-hI-M-^ o1-^^ olsB^ 4^ 9^1:^- 

<121> ^ ^^;<>1-^ ^^n^ ^ Fas 9}^-^^^ 

S^(Fas responsive cell)«^l >^-1]ialAl-l- -^S.^ ^, ^s.^ t^^ 1^ ^^1- 

^o] ^^is:) 7fl^3^;«fl-3 ^-j^^l^ Ac-DEVD-CHO Hfe z-DEVD-cmk<^l 2^ o]^ 

Ac-DEVD-CHO : 35.1%, z-DEVD-cmk : 47.3%, LB84033 : 100%, S 1 ^ S. 8 ^S). 
<122> o]>^^ ^^^41- 1^ i3l^El-olcA^ ?fliii2}->ll o^^l 

^lu|jl ^oi, 4e)- a^^g ^ A^liJ7A>o] :x>^jL3l-l- ;^lu|ji ^Sl^ , 91 
:?> FHF<H1>H tfl^3lA>S ^>^e>^ Jl:b1-^-^S. >^>-g-€ ^ ^-^^ ^ 

<123> f^d^^^] s^n^ 1^ sl-f-l:^ ^2^^].^ tiHl 142} 4*^=^3: ^^]^^ 

^<^^Efl5. ^ ^1=1-. ^ 4€- ^:^m^ ^^^1-^ ^ll^^-^l ^<H^-1^, 

-e-JL^^l 7fl^3i|.;«ll ^;tfl;i)l, 1^ ^-tl" ^Vfe >11 

<i24> 711.^4^1 <^44 1-^^ ^^^>fe «H ^4-6- :*fl>il 

-S- >ll^s}-€ ^ -§-^^ «>^^«l-7fl^ 
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<H. ^l^^ll, "S^^l^ ^ -§-«-S>lls]- ;g^-g- 

-2.*^, "a:!- ^^1^ Aj-g-^ ^ o;[ji; AV;^]^ ^^^] ^ jj^^^ ^^^^ 

^ ^4-<=^1^ fl^^ ^^^] A].-^^ ^ <?34 

^^1^ 7l#o]] ttj-e^. ^:g:;^ll, >^]-§-*H ^1^^ ^ 

^^^iE -g-nfl x'M^>«.i Aj-g-^i:!-. H.}r.-. r^-#E^>iflSl-cl^s. 

^ ^M^S. ^>^>-§- ;^l^loll A>^^ ^ oxx^, 

;g-fo]]^ ^^l^^i ^^^^^] ^Ml- ^r)^ 

<^ iflt!: ^>^A^<^1 gife ^^tb ^7H]isl- ^711 A>-g.^ 4. c^irJ^, ^7H1S^ 31)^1- 

^> f-cm- #^A]?li/Al7l7iq- ^^*>fe 2:A^1-^ lE^o] s)^ Al^^ 

?fl>i4;«ll ^;*ll>fl, IS] ^^1-^ ^^^^ ^2^o.s ^<^Alofl ^«a-§-^ 

SE^ ^2l-§-^J^S ^o^^ «a^-g-^^ 1kg ^ 0.1 vfl>;l lOOmgS] 

7> 4^2]*>i4, tfl^V -§-^ A>-§-€ ^^1-, ^W. 
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^6\] irl-51- ^s^^ ^ ^rf. 

<i29> o]t}, ^ 3141- *>7l ^^]^]^ ^^l^-^s. ^^^4. :isl4, 

^ ^lUr^fe ^-8: o]-i.|r^. 

[^^^ Jl4] 

<130> i5:>7] ^Al<^loflA-1 A>^^ ConAfe wfl^Tl ^Br>«a Tfl <g afl*>(Germany)<:>ll>H ^<a*>^Jl; 
7fl>i3}->ll^ ^b]-o]:b;^1 7]^ Ac-YVAD-pNA( 711 ^4^1-1), Ac-VDVAD-pNA (n^^^]-2), 
Ac-DEVD-pNA(5'l|^3i)-^l-3, 7, 8 ^ 9), Ac-LEVD-pNAC^l] ^4^1-4) ^ Ac-VEID-pNAC^fl^is)- 
;^l-6), H^JL ^i£^o]^:^] ^;^l;(fl Ac-DEVD-fmk ^ z-VAD-CHO ^ •y:^'*']^ ^4 

4 (Alexis Co., San Diego, CA)<^l>««i n^"a^>5l^^; Ac-DEVD-CHO ^ z-DEVD-cmk^ Bachem 
^Hl^i ^^^>^3i; Fas ^^1^ ^ss(0ncor)>^l- (Cat#A8050)<^lAi ^S^^l-^^t^; 
WI38 ^S.^ ATCC<^>^i ^^*>^j1; IFN-gammafe LG Pharmaceuticals<^l'»'i T^*a*}^J5.o^ ; 
li^<^ S.^ ^S. Bfloj: ufl^ ^ ^7>l-#^ Gibco BRLCTsuen Wan, Hong Kong)«^]Ai 
*>^4. ^llSf- ^:?> ?11^4^1^ fe^(Garcia-Calvo M et al . , 'Purification and 
catalytic properties of human caspase family members', CelJ Death Differ, 1999, 
Apr; 6(4): 362-9)<Hl 7]A^ #ul^H ^12:^ ^ ^-^^ . ?11^4^1-3, 6, 7 

^ 8^ $14(Pharmingen, SanDiego. CA, USA, 5'fl:i4^1-3 : 66281T, 7fl>:4^1 

-6: 66291T, n^AA-l- 66301T, 711^4^1-8 : 66311T). 

<i3i> ^7] ^Alc^loflA-] LB84033, LB84022 ^ LB84028^ 1^ ^W*^ 

^>7i ^s<ii^ ^^^m. 
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<132> 



<133> 




(LB84033) 



Ph 




(LB84022) 



<iai> 




H Q 



O V. o 




(LB84028) 



^H2^-ZL-£^el(Hanlan Sprague-Dawley) ^Sl- ^^(#^: MacMicking et 
al., 1995, Cey/8l: 641-650)<>fl 7l7ll^ ^^c^ icfe^. a1-^^].^4. ^^o\ ^ 
^(Stadler et al., ArcA. Biochem. Biophys. 302 : 4-11) 7l7ll^ ^ej , ^ 

^1 ^ «rj^^>Sq-. ^Hl5£(^iE 98% MBl^ l-^(trypan blue) 

^l^-k 98% 10% ^l^-i: ^-a-^H HEPES 15inM(pH 7.4). "y^^ 

1/^M , L-#^Bf^ 2mM, 100^^/m« ^ ^:£p).o]>»0 100j:/g/m«7]- Jg.^^ -fl 

sl'^-:^ ECfilliams medium E)«H1 >ql5E. ''^l^* ^^*l-7l 

-tsf^loil 12-^ l-eflolEo]] j^^^ 2>105a115. 7l-*]-^Ji, 

Jl^l->y lOOm^ 5>10M3£^ >HliL-i- 7\^%-^. 
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<137> ^A]<m 2: ^^S. A]>i^o]]>«>^ LB84033S1 7fl^i5il->ll (^1^^^ 

<138> ^]^^^^o]^^] ^va^a^ 7]^oi] rfl^ z^- JL^^I 7]-^^^ ^^£1: 7^ 

30%(v/v)^ -g- ' Pr^]-^ HEPES lOOmM, pH 7A)^^]^^ DTT 5iiiM4 '^ ■ g. - '-fl H 30 - S-IV ^h] 

^ 96-€ LB84033 100//MS1 £^ ^^^fl^Hl 200 //M^ ^^-^^^ 7]^ 150 

p^si\. 371C<^>H T3H3S#5llolM Bin-] (reader) 

<^l^i l^m^*?]: Jl^^AS -H-Sl^ pNA^I i^^Hl- 405nmofl>^i l-o^^^A^ ^^^}^^. 
^7l^£(n=3)S^Bl 7fl>i4^1 ^l^*l-^4(^^^l:SE)(n=4, <:^7l^i 

<139> ZL LB84033-ar ^^^^:^] ^^flSl^Val^ S.^ >««1^€ n^^^]^ 7^ 

<140> ^A]«^l 3: 18840335] 7ll^3Z|-;^l ^;^l*^^(>«^ifl 

<141> wj.^ ^5]^ 2,000^^/M ^ ^Eliin>o]Ai d lOOng/meS ^ 

^fli^ J1A>1- ^i^l-^i:]-. lOA]^ ^6\] s\^^^}^t^_ ^ 3 

^ -g-«fl(lysis)^l7lJl, 41c, 12,000xg<^lAl 20^:^ ^^^^^^S. 

^ M]S.^ -§-^-^^ ^^t}^t^. 4S.^(^^^ ~2//g)-i: LB84033, Ac-DEVD-fmk 
z-VAD-CHO 100 //M^ ^^fl ^4^}<^] ^^M]^ 20% ^ DTT 5mM^ f-B-^>^ HEPES ^ 
#^(100mM, pH 7.4)#2l ^o] ^xq^^j 7]^ 200fxm ^Wal 371C«^'H *8-^l«>ai^-. 
405nin<^A-1^ ^7}^ ^^H* ^^^^S^ T'fl^i.sl-^ll «>^^-ir ^]^o]^\<^t^(s^^^]± 
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SE)(n=4). 

<142> o. ^sj-, Ac-DEVD-pNA( 5^11^4^1-3, 7, 8 ^ 9), Ac-LEVD-pNA(7flriiiil-^l-4) ^ 

Ac-VEID-pNA(?ll ^3^^1-6) <H] tflsfl/^-^^ S.±%^^<^] ^#5) ^Ji; Ac-VDVAD-pNAC^fl^iil- 

?fl^iil-;5il ^:*ll^l<el Ac-DEVD-fmk ^ z-VAD-CHO<^l ^^^^ ^^]9X^i^ 2 . 
Ac-YVAD-pNA(7)):i4^1-l)<Hl tfltl: >a-cfl^-^^ ^M-^M", ^^^^1 1^ 4^ 

#^ 7fl>i4^1-l -B-A> 74.1%1- 
<143> ^Alc^l 4: ^e]^ :a:>HlS^ >Hli^3^# ^7}<^ tfl^ LB8403351 JluzK'^I^^ 

<144> ?ll>i4^1 LB84033 100/^M^ ^^^1] £^ -^^ll^Hl ^M]^ 

« -mFff 2.000^^/M ^ ^E^i^n>olAi D iQOng/MS. 12^m^9}: ^^^}'^^. ^, 
3.^^!^ «H^^ *§'^^(n=4)^S ^Hli'^^^^^^ ZL LB84033^ ^ 

^>°J-^ ^>ll^>fe M-El-^m^^:SE)(3i 3 ^S). it)-5^-Ai, o]^«. 

Bl LB84033O1 TNF^ ^ ^Hlicn>olAi do)] o^gj) o.^^ j/Ap^ -^f^J-Capoptotic 

death)# iJ-^lf-^ ^ Sic)-. 

<145> ^X\c^] 5: P>-f^«^lAl ConA-H-^^^ ^^^^^S^j 7^]M.S.^- 

<146> rj-Tj] 1) ^oBAfl^o^ 

<147> oj.^ Balb/c ^>-f^(6^^, Charles River Laboratory, Osaka, Japan)# 22t: ^ 
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^^^>5I4. ^^l-^(pyrogen)<5l :^]7]^ ^^^<Hl ConAl- 2.5iDg/M2l ^^s. -g- 
^^l^lJl ^11- SlHl^j"-^^ -^7] p>-f:ii<^l ConAl- 7l^A5. 20iiig/kg^ ^<^-^^ 
^^M^^. LB84033O1 -g-^slcH 9X^ ^-^^^ 10% DMS05. ^##'> £^ 

^^}^}'^^. ConAl- ^^l-tt ^1 SA]:?]: ^ "^Vs^-oll t^^^^^ ^^Jl, 24^]^ ^<^1 ^ 

<148> ^7^1 2: #gl-^iP> <^]-Pl2iiM^,^i3tig|-7ll <>^M]o] 

<149> loflA-l ConA^ :^s1tb ^1 24^1:?]: ^<^1 ^^tb l-s^-^^l- AST 

^ ALT ^12:^1-^ 4^ AutokitCYoungdong Pharmaceutical Co, Seoul, 

Korea)!- -^l-g-^H ^^*>5J4. 2^^ -^^^ ^^«>^o.n^. zl <a=^^<^l 

>H ConA7]- l^ifl AST ^ ALT ^^«] ^^^l^H, LB84033^ -S-%=--2]^^^ 

^7] JLdi%>^^^ '^m}^ ^^S. n^l^Sit^i^ 4A, B #2:). ^ 

^(H 4B ConA/til-S-l# JZ-f-^ ConA/LB84033 4nig/kg ZLf-AVo] c>(l :f-;^]^ 

7i}o]7} M-E^-q-;^! ^^^n (ASP : p=0.2972. ALT : p=0.1378), o]^ z^- p>4-^i2l 
Jl4i%-^^<^1 '^^^ ^S|-^>7l i41^<^li4. LB84033O1 20iiig/kg -g-^^^ 

^-f , AST ^ ALT ConA/til^ll- ZLf-ofl til^fl :?3-:iiSl^i:l-(AST : p=0.0174, 

ALT : p=0.0011). ^^(H 4A #^)'^1>H^ LB840336] AST ^7M 

71^ M-Bl-^4(P=0.1033). c>l5ltb 1^ ConA 

•^1 AST ^ ALT ^^-ir '^^^M^]^^, n. 7.}^o] ^7\^ ^^^^^ ^^.^ 

<150> ^711 3: aVo1s?1 o11>Hl<:>1 
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TNFc, IL-1. IL-2, IL-4 ^ IFN^ i-ttl: >^]-<^l£^^7]- #7>a]?1^ ^o.^ jg. 

l^S\9XT^i%^: Chisari, F . V . , 1 992, MoJ . Genet . Med. ?: 67-1 , 04: Fukuda, R . et 

al., CJ/n. Exp. Immunolol. 100 : 446-451; Yoshioka, K. et al., Hepatol ogy 10: 
769-773). ^^^m^ ConA«:>ll ^7>^ a>o]s.?1 rfltb 

<152> loflA-^ ConAS^Blt!:^! 6Am ^^i^ tfl^ ^H:|.>-r.].xfl o| ^. 

€ IL-l^(Endogen, Inc., Boston, MA), IL-2, IL-4, IFNy (Pharmingen. San Diego, CA) 
ELISA 7lE§ A>-g-^H ^^^>^4. '^ll'Hl^^]^ >«11^>^>^ ^^^-]<^1 7l#^ ^ 

ci53> ^^^3}., LB84033<^1 ConA<^l -R-^^ IL-1^^ ^^M- ^^^^ HJ-^AS. 

^>ll*>^ 5A tb^, LB84033^ -§-^ 5^^^ o.^. il-4 ^ 

<>1-^:£ ^diAl^o.x4^ ^-^^ ^S.<^lA-l IL-2 ^ IFN^^Hl^ ^l^l^l 

^$J:4(:£ 53. D ^2:). LB84033^ ^^^S a>^*>^ ^-fofl w]^ 47^ 

:154> ^^Ajo^l 6: ^^^A> ^ JlAXapoptosis)^ ^# 

:155> sj-t}-^ 151 ^^l-ol :?]-A^lic,llA^ ^^^1-7] 

<^ ConA-^2l^ n>4.^ ^«>11>H^^ alAHlS^ -f^l^Sl- ^7] w^'^oll ^-21- 
:i56> i:|-<a=tl: -§-%=^ LB84033 ^^11^>*^1 ConAS ^e1^><^[A ^ G: 
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ConA ^ ^12^, B ^ H: ConA ^ LB84033 4iDg/kg ^^bI, C ^ I: ConA ^ LB84033 20 
mg/kg ^iBl, D ^ J: ConA ^ LB84033 lOOmg/kg ^]^] 4-^*>5ttq.. 
f>-f>il- PBS ^ ^e1(E ^ K)*]-7li4, PBS ^ LB84033 lOOmg/kg ^S. ^el(F ^ 

^HJl 4°C<^l-^i *>^^^ «o^^l*]-^4. ^sl-^^*H^i ^^^1^ ^ 4Afln ^^IS ^^^7fl 
2:^^A>-i- ^^H 1% ^^^^^ :?> Jl^^Al^lJL «fl 

^}^^^ ^ <^lJ$.^^^ <gA^^]-^t:f(A tfl^l F). ^^Hlil- ^^^>7l ^iSH 

^> ApopTag ^^><5l^ JL^} ^^^]t\-:4 ^#7lS(terminal 

deoxynucleotidyl transferase-mediated dUTP nick end labeling : TUNEL 
<^l'Ml<^])(Oncor, Gaithersburg, MD) ^ DAKO liquid DABCDAKO, Carpinteria, CA)^ ^}-%- 

<157> ^^^ozf, ConAfe ^^n^ ^ S^^^ ^^1- -a-^Al^l^ ^o. 

5. 6A %2i), JlAp^ ^^^1 ^%Sl^t:f(H 60 OL^^, 

LB84033S. :^e]tl: ^4- ^}^^ ^<^>H^ ^'^H^ -g-^ 5]^:^ ^dbSlSiJL(H 

6B-D #^), LB84033^ -§-^-1: f^7M^«i}l it|-s]. ^Hl^L^i^lo] s\^s\^t^iS. 6H-J 

^2:). ole]^ LB84033O1 ^1^^^ JLA>s:^Ei ^A-flil- 9X^-^ 

<158> ^X\c^] 7: 1^^^^ -M.^^ 
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<159> ^ ^^61]A-1^ ConA ^ -§-^^ 1^ ^l-f:iiS^B]o] 

Ml-^^ PARP^ ^^^4 ""M^ 85kDa ^715] ^^fll-o] ^^fl^]-^;^!!- tq-^i}- 
g]-^.4 

<160> ConA S.^ PBS* -g-^^ LB840334 ^^1 ^^i}: T^>-f^S.^Bl :?>^ 

^}7}^ PBSS. >^fl3?tl: 1^^. 1% Nonidet P-40, 0.1% SDS. ImM PMSF ^ SS-BflofTll 

^>7>^ 3«3i]ti]|^o^ PBSiflo]] ^^51-1:^ 'g^^'^l^i 30^^ tir<J*>^^- 

. n ^. ^m-i: 16,000xg, 4X:<^>^^ 30^^} ^^^^^Si^. ^^^^ ^11 ^7] 

4^j2.^ (Pharmacia, Uppsala, Sweden)^]- ^^1 ^^afl^'J^*}^ -g-^^S. 

n>s.o^4. 4t;. 1000xgofl>H 302::?}: -^^^el^^l-o^ ^^^^ :^^*>al, 7% SDS-^el^} 
Slo].piH.^>S-ofl>».i 4^ 5% ^^1 

S^-H- ^ 0.1% :g.-a20^ f-n-^]-^ PBS #<^1>H €^-3^1 ^W^^i l^l^^^l 1: 

^^^l-^'H 1:1000^^ 2.L^#S.^ *j-PARP 

(Pharmingen)5q- ^^1 *]-^^^*?> «r<J^l-^4. PBS-H^^^ 32) 4:^^ 1:-^ 
^ JIE ^-P>-f-^i IgG-Jl^:^2fli=l4=l si ^Al4;til (1:1000 5^^)S^ -^-^^^^>^4. PBS-M 
^SlS. 3^ 'Hl^^ ^ ECL 1-^^ 7lM(Amersha!n-Pharmacia Biotech, San 

Francisco, CA)1- >^]-g-s^>^ >«^1:3.^^ ^7)1^1^ ;^1-:S-W>a>^>^ (autoradiography)S. 

<161> LB84033O1 ConA^^l -^^^ :?>4i^ ^^H^ '^V^^'^l '^>7l^ 
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PARP ^^lls^l-^ ^^S. M-Hl-^st^Ct 7 ^2:). LB84033^ Jl4 

<162> ^X\c^ 8: >Hliai>««H ;^t|)l->^ 

<164> WI38 ^-115.(111101311 embryonal lung fibroblast)* 10cm 

(confluent)till<y:*>^rf(Hll^l: DMEM-10% FBS). l-^^*^] ^S.^ 24€ #^]<^lm<:>ll ^^^1- 
till^l 400/^^ ^Val B]l*a=«rl-^t}-. 2<g^cil ^ti> ^Bl3^-1: 200 

^^/me^ ^S.^ ^, 12^]:^o]^ ^''^^n^. 3<a^^l DMSO^S] lOmM ^^'y 

A]^^^!-^ z^-z]- si^^^H loo^we-j;^ >h1s<^1 ^7>^^s>^ 50, 10, 2, 0.4 //m 

o] £):£^ 2Ai:d-:i-o> «ii«g:§>o^ >Hlitfls. #<H^ ^m* ^ 

*J-Fas ^J-^m 40ng/€^ ^^e]^^l 2^]:^ ^ ji/.l-7> -a- 
H^^, wr^*>^tq-). c^7]^]^^ cfl^^^ Fas Ml- ^^sl^H 

4^^«^ v^lil- rl-^, :f ig- 300/^4-5^^ 7}^JL XTT working -g-^ 

150M1- 7>^4^ 2Al^^oi. till*^:^:!-^^. ^A^o] 5]Tg ^f-^-^^ 100-200/i«'5^ 96€ # 

51]<^1M«^ ^T^Al ELISA #sllolE A490^ 1:^^^ ^ili^i*^! 

XTT -g-^^ 7}^ ^-f ^14. Fas 100%S. 

<165> 
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IS 11 





IFN 


1 IKN+Kas Ab 


Ac-DEVD- 


z-DEVD- 


LB84022 


1 


1 LB84033 


1 0 1 


100 


1 15.37 












1 0-4 1 






1 12.16 1 


15.13 


1 14.44 


1 14.67 


L15.51 


1 2 1 






1 14.75 1 


16.27 


1 18.32 


1 17.33 


1 64.44 


l-OO \. 






1 19.16 \ 


27.38 


35.37 


1 83.40 — 


















1 02.68 


50 1 




1 


35.14 1 


47.32 


78.29 


1 90.39 


1 100.21 



Ac-DEVD-CHO(reversible inhibitor) SE^ z-DEVD-cmkC irreversible inhibitor) 50 /^M^ 

35.1%. 47.3%^ ^SL?} A^^^j-^jt^ :^£o] LB84022. 

LB84028. LB84033-^^ ^-f -^l^ 78%, 90%, 100%^] ^S^t}^T^, u\- 
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[^^^^ 1] 

^-g-s)^ ^^]^ ^7)1 -B-JL^^^^S-A] 7fl>::4^] f-B-#l- * 

B. .-7j6.^ i&lt: J^'g ^ >^1]3LJ.A] tij . ;^]^ ^— 

[^^*^ 2] 

^tb ^=1^^, 1-^^^ ^^^#(Fulminant hepatic failure; FHF), sfll^ 

(septic shock), ^7]o]^7]^^-%- , ^n>Hl^A^ S]^^^ ^^^^^fl .21^!: 

[^^^^ 3] 

^^1 ^13*^^^ Sl^^i, ^^I^l7> ^>7l 1^ 

[ 1] 

H N O H 



(-Ar), ^cJ-W*^! ^^(-SAC-Ar)^ ^^^JL; 
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Rl -Br -SAC, -SCAC, -Ar, -SAC-Ar, 2^ -CH2C(X)H1- ^^^7]^J^, oj-pji^Ai-o^ 

R 3 -gr -SAC. -SCAC, -Ar, -SAC-Ar ofp] }i^^J: <^:i ( ^.7] 7f ?>^^>t> 5E 

-CH(CH3)2, -CH2COOH. -(CH2)2C02H. -CH2C(=0)NH2 -(CH2)2C(=0)NH2 M-^^^H; 



14. -(CH2)n(0)mR5 (^^^jA-^ R5 = -SAC, -SCAC, -Ar, -SAC-Ar; n = 0, 1, 2; ra = 0, 1), 
-(CH2)nOC(=0)R6 (<^7lA-l Rg = -SAC, -SCAC, -Ar, -SAC-Ar; n = 1, 2), (CH2)n(0)n, 
Ar' i^7]^1 n = 0, 1, 2; m = 0, 1; Ar'=^]:&€ ^11^ <^]^1^#)^ M-e}i^^; 

R 4 ^ S.^ €^ <^Hic>J:l:5l -^71-^: o>^::il-^ i^^iflTm. -C(=0)R7 (<^7lAi R7 
= -SAC. -SCAC, -Ar, £^ -SAC-Ar), -C(=0)OR8 i^7]^^^ Rg = -SAC, -SCAC. -Ar, 
-SAC-Ar), -C(=0)NR9Rio (^7]^-] Rg, r^q = -h, -SAC. -SCAC. -Ar. -SAC-Ar), 
-SORii (<^7lA^ Rii = -SAC, -SCAC, -Ar, -SAC-Ar), -SO2R12 (^7]^^ R^g = 
-SAC, -SCAC, -Ar, Sit: -SAC-Ar)* 4^vflJl; 

Rl ^ R', Rs ^ R ^ ^z]- W ^^sjo^ (CH2)„, (CH2)n-0-(CH2)„, 

JE^ (CH2)n-NRi3-(CH2)n, [«^7lAi n+m <9, R13 = -SAC. -SCAC. -Ar. -SAC-Ar. 
-C(=0)-SAC. -C(=0)-SCAC, -C(=0)-Ar. -C(=0)-SAC-Ar]sl ^^1-^ ^^^l" 




R2 -H, -SAC, -SCAC; -Af; -SAC-Ar €^ 6>n]i^^o] :^7]{:^7]7} ^}^^^ 
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X ^ -CN, -CHO, -C(=0)Ri4 Ri4 = "SAC, -SCAC, -Ar, -SAC-Ar] , 

-C(=0)0Ri5 [^7]^^^ Ri5 = -SAC. -SCAC, -Ar, Sfe -SAC-Ar], -CONRieR 17 R^g ^ 

Rl7 ^ z]-z]- -H, -SAC, -SCAC, -Ar, £fe -SAC-Ar], -C(=O)CH20Ri8 [^7]/^ Rig 

-^i -tSAC, -SCAC, -Ar, -SAC-Ar], -C(0)CH20C(=0)Rio ^^7]>^^ Rip = -SAC, -SCAC, 

-Ar, -SAC-Ar]# M-^^fl^. X 7} -COCH2-W ^ ^-f , W ^ -N2, -F, -CI, -Br, -I, 
-NR20R21 5E:^ -SR22 R20, R21 ^ R22 ^ z^-z^-ni^^^ o.^ -SAC, -SCAC, -Ar, 5E 

# -SAC-Ar olT]^^ R20 ^ R21 ^] ^W<^ ^]-<^l#^ 21-^1-^ ^^^^ ^ 9X^]^ 



>^7l^ofl>H Y ^ -OH, OR23 (<^7lA-1 R23 = -SAC, -SCAC), -C(=0)R24 (<^7lA-1 
R24 = -H, -SAC, -SCAC), -F, -CI, -Br, -I, -CN, -NC, -N3, -CO2H, CF3, -CO2R25 ( 
*^7]A^ R25 = -SAC, -SCAC), -C(=0)NHR26 (<^7]a1 R^e = "SAC, -SCAC). 
-C(=0)NR27R28 ('=^7lA-l R27, R28 = -SAC. -SCAC) * ^-H}^ ^ ^Jl, ^V^^Corder) 



>fl4«J-<^l ^<H>»'i. 1^ ^-tl-*^! R ^ R' ^ q-Ei-iflui; Ri ^ -CH2 

COOH SE^ -CH2COOCH3 # R2 ^ £^ (CH2)n(0)mAr'[n=l, 2; m=0, 

1; Ar' = ^ms\7]i^ w]^]^^ s^]^ ^1^14^]^ M-El-ifloi; R3 ^ -CH(CH3)2. -CH2 
COOH, -(CH2)2C02H, -CH 2C(0)NH2 -(CH2)2C(0)NH2 R4 ^ -C(=0)(0)nR29 



R Y \ P ? 

oi> JK X 
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[n=0, l; R29 = -Ar JE^ -SAC-Ar], -S02R3o[R30 = "Ar -SAC-Ar], 
-C(=0)NHR3i[R3i = -Ar JE^ -SAC-Ar M-Efiflai; X ^ -C(=0)CH2N2. -C(=0)CH2Br, 
-C(=0)CH2C1, -C(=0)CH20Ar'[Ar' = n^] -C(=0)CH20C(=0)Ar ' ' [Ar" = 2,6-r]^S.S. 

?, fi-Tr^pjl^gjlMI^ ^^^^ ^^jl- 

6] 




7fl>::Jll-^l A>-g-^^ ^^^^^ ^ >H]iJlA> ^^7]J^ 

^l7-^oll ^'Il^^^l ^;*i]^l7l- 44^^^ ^$]^ IS] ^^1-, ZLS^ 
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CASPASE INfflBITOR 
Technical Field 

TKe — present — invention — relates — f5 — a — novel — isoxazoline — derivative, 
phannaceutically acceptable salts, esters and stereochemically isomeric 
forms thereof which can serve as an inhibitor for protein caspases 
(cysteinyl-aspartate proteinases) and a process for preparing the same and 
the use of the derivative as an inhibitor for caspases. The derivative 
according to the present invention can be effectively used in treating 
diseases due to caspases, such as, for example the disease in which cells 
are abnormally died, dementia, cerebral stroke, AIDS, diabetes, gastric 
ulcer, hepatic injure by hepatitis, sepsis, organ transplantation rejection 
reaction and anti-inflammation. 

Background Art 

All organisms in nature imdergo the life cycle consisting of development, 
differentiation, growth and death. Recently, an extensive research has been 
made to a mechanism involved in apoptosis which woiild play a key role 
in the control of the life cycle and the outbreak of diseases. It has been 
reported that apoptosis is occurred by a number of factors, but largely due 
to the three kinds of cellular signal transport systems: the first of which is 
a signal transport system by the protein-protein interaction (See, Muzio M. 
et al.. Cell 85, 817, 1996; Humke E.W. et al., JBC 273, 15702, 1998), 
the second, an incorporation of cytochrome C into cytoplasm via 
mitochondria (See, Liu X. et al., Cell 86:147, 1996; Li P. et al.. Cell 91, 
479, 1997), and the third, a cellular signal transport pathway by the 
SAPK(Stress-activated protein kinases) activation of mitogen-activation 
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protein kinase(MAPK) enzymes. All the pathways have been known to 
activate caspases cascade. As such caspases, about 10 kinds of 
isoenzymes have been identified in human and 14 kinds in mouse (see, 
Thombeny N.A. et al., Science 28, 1312 1998; Green D.R. Science 28, 

1309, 1998, AlmiaJ M., et al.. Cancer Res. 15, 5201 1998). Rte- 

enzymes exist in the form of proenzyme which has no enzymatic activity 
within the cells and converted to an activated form if the cells are 
damaged or are exposed to a substance which leads to cellular necrosis. 
An activated enzyme has a heterodimer structure in which two 
polypeptides, i.e. larger subunits with the molecular weight of about 17-20 
kDa, and smaller subimits v/ith the molecular weight of about 10 kDa are 
bound together. 

As present, caspases are classified into three (3) groups in view of the 
genetic identification analysis results and the biochemical characteristics: the 
fnst group is caspase-1, 4 and 5 which are responsible for the processing 
of cytokine activation, the second is caspase-3, 6 and 7 which carry out 
apoptosis and the third is caspase-8, 9 and 10 which are responsible for 
enzymatic activation in the upstream of signal transport system of 
apoptosis. 

Among these caspases, Caspase-3 group and Caspase-8, 9, 10 etc. were 
recently reported to be related to apoptosis, and diseases (see, Thombeny 
N.A. et al.. Science, 28, 1312, 1998). 

According the recent research results, caspases are commonly activated as 
apoptosis is initiated, even if there is a minor difference depending upon 
the tissues and cells. The activated caspases then activate intracellular 
CAD(Caspase-activated DNAse) which finally digests intranuclear DNA to 
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result in cell death (Sakahira H., et al., Nature 1 96, 1998; Enari M et 
al.. Nature 1 43, 1998). In addition, they promotes apoptosis by 
decomposing substrates such as PARP (Poly-ADP ribose polymerase) which 
is necessary for the survival of cells. 



Meantime, according to the recent disease-related researches, it was 
reported that the activity of Caspase-3 is increased in the brain of 
dementia patient which promotes the production of beta amyloid peptide 
from beta amyloid precursor protein that is considered to be a major cause 
of dementia, thereby accelerating the apoptosis of brain cells (see, Kuida 
K. et al.. Nature 28, 368, 1996). Further, it was reported that activation 
of caspases can be the direct inducer of various diseases such as sepsis 
(see, Haendeler J. et al. Shock 6, 405, 1996; Lenhoff R.J. et al., 29, 563, 
1999), rheumatoid arthritis (Firestein G.S. et al., /. Clin. Invest 96(3), 
1631, 1995), cerebral stroke (see,. Hill I.E. et al., Brain Res.lO, 398, 
1995), ALS disease (see, Alexianu M.E. et al., J. Neurochem 63, 2365, 
1994), autoimmune disease (see, Rieux-Laucat F, et al.. Science 2, 1347, 
(1995), diabetes mellitus(see, Juntti-Berggren et al.. Science 2, 86, 1993), 
hepatitis (Haendeler J. et al.. Shock 6, 405, 1996), organ transplantation 
rejection reaction (Koglin J. et al.. Transplantation, 27, 904, 1999; Bergese 
S.D. et al.. Transplantation 27, 904, 1999), gastric ulcer (see, Slomiany 
B.L. et al., /. Physiol Pharmacol. 96, 1631, 1995), and the like. 

The researches on three dimensional structure of caspase-1 and caspase-3, 
catalytic mechanism of the enzyme and enzyme-substrate specificity (see, 
Wilson, K.P et al., Nature 370, 270, 1994; Walker, N.P.C. et al.. Cell 78, 
343, 1994; Nature Struc Biol. 3, 619, 1996) revealed that Caspase-1 group 
has hydrolase-substrate specificity for the peptide sequence of 
(P4)-Val-X-Asp(Pl) and Caspase-3 group has hydrolase-substrate specificity 
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for the sequence of (P4)Asp-X-X-Asp(Pl). 

Z-VAD-fluoromethylketon, Z-DEVD-fluoromethyl ketone which mimics the 
above amino acid sequence have akeady been used in the researche s on 
the inhibitors and were proven to have an inhibitory activity on apoptosis 
of hepatic cells by an activation of caspases (see, Rodriguez I. Et al., /. 
Exp. Med., 184, 2067, 1996; Rouquet N. et al., Curr Biol. 1, 1192, 1996; 
Kunstle G. et al., Immunol. Lett 55, 5, 1997), and on the apoptosis of 
braiQ cells by celebral ischemias. 

However, since such peptide derivatives are deficient in drug property for 
clinical application, they cannot be used as therapeutics. 

Disclosure of Invention 



It is therefore an object of the present invention to provide a novel 
heterocyclic compound of the formula (I), the pharmaceutically acceptable 
salts, esters and stereochemically isomeric forms thereof which are useful 
as a caspase inhibitor. 

Another object of the present invention is to provide a process for 
preparing the compound of formula (I). 

Still another object of the present invention is to provide a pharmaceutical 
composition for inhibiting caspases activity which comprises as the active 
ingredient a therapeutically efifective amount of a derivative of formula (I) 
and pharmaceutically acceptable carrier. 



Fiuther objects and advantages of the invention will become apparent 
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through reading the remainder of the specification. 

The foregoing has outlined some of the more pertinent objects of the 
present invention. These objects should be construed to be merely 
illustrative of some of the more pertinent features of the invention. Many 
other beneficial results can be obtained by applying the disclosed invention 
in a different manner or by modifying the invention within the scope of 
the disclosure. ; Accordingly, other objects and a more thorough 
understanding of the invention may be found by referring to the detailed 
description of the preferred embodiment in addition to the scope of the 
invention defined by the claims. 

BEST MODE FOR CARRYING OUT THE INVENTION 

Hereinafter, the invention will be illustrated in more detail. 

The present inventors have conducted an extensive research for many years 
in order to develop new therapeutics suitable for caspase inhibitor which 
has a imique structure over those known in the art. As a result, the 
inventors have surprisingly discovered a novel isoxazoline derivative of 
fonnula (I) which has a different structure over the known inhibitors and 
has excellent inhibitory activity against various substrates for caspases, and 
have completed the present invention. 

In advance of illustrating the present invention, some important terms are 
defined as follows; 

a) Simple Alkyl Chain (hereinafter referred to as "SAC") is meant by a 
carbohydrate having Ci-g, and contains a branched isomeric iform. 
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b) Simple CycloAlkyl Chain (hereinafter referred to as "SCAC" is meant 
by a cyclic compomid having C3-10. 



c) Aiyl group (hereinafter referred to as "Ar") represents benzene 



[1:2,3,4,5,6], naphthalene[ 1,2: 1,2,3,4,5,6,7,8,], pyridine [2,3,4:2,3,4,5,6], 
indole[l,2,3,4,5,6,7: 1,2,3,4,5,6,7], qmnoline[2,3,4,5,6,7,8: 2,3,4,5,6,7,8], 



thiophene[2,3:2,3,4,5], pyrole[l,2,3: 1,2,3,4,5], pyrimidine [2,4,5,6: 2,4,5,6], 
imidazole[ 1,2,4,5: 1,2,4,5], etc. in which the former digits within the bracket 
represents a position where the corresponding aryl group is connected to 
the inhibitor according to the present invention and the latter digits after 
the colon represents a position where the substituent Y defined later can 
be attached. 

Frequently referred terms are abbreviated as follows: 

N-chlorosuccinimide : NCS 

N-raethylmorporline : NMM 

N,N-dimethyl fonnamide : DMF 

l-(3-dimethylaminopropyl)-3-ethylcarbodiimide: EDC 

1-hydroxybenzotriazole hydrate : HOBt 

Trifluoroacetic acid : TFA 

t-butoxycarbonyl : Boc 

benzyloxycarbonyl : Cbz 

methyl : Me 

ethyl : Et 

equivalent : Eq or eq « 

The term "stereochemically ispmeric forms" as used in the foregoing and 



isoquinoline[l,3,4',5,6,7,8: 



1,3,4,5,6,7,8], 



fiiran 



[2,3:2,3,4,5], 
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hereinafter defines all the possihle isomeric forms which the derivative of 
formula (1) may possess. Unless otherwise mentioned or indicated, the 
chemical designation of compounds denotes the mixture of all possible 

Stprpnrhpmir.filly isnmpnV. frtrm<; saiH TmyttirR cnnt a im'ng all diastereomers 

of the basic molecular structure. Stereochemically isomeric forms of the 
derivatives of the formula (1) are intended to be embraced within the 
scope of this invention. 

The pharmaceutically acceptable salts as used in the foregoing and 
hereinafter comprises the therapeutically active non-toxic salt forms which 
the derivative of formula (1) are able to form. 

In an aspect, the present invention provides a novel isoxazoline derivative 
of the formula (I), the pharmaceutically acceptable salts, esters and 
stereochemically isomeric forms thereof. 



In the compound of formula (I), the substituents are defined as follows. 

R and R' each independently represents simple alkyl chain (-SAC), simple 
cycloaUcyl (-SCAC), aromatic (-Ar), or simple alkyl chain substituted with 
aromatic (-SAC-Ar) or hydrogen, preferably represents hydrogen. 
Throughout the description of the specification, R' has the same meaning 
as R unless specifically defined. 



Ri represents -SAC, -SCAC, -Ar, or -SAC-Ar and/or contains side chain 
residues of natural amino acids, preferably represent -CH2COOH. 



H 



N 



H 




0) 
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Rs represents -SAC, -SCAC, -Ar, or -SAC-Ar and/or contains side chain 
residues of natural amino acids, preferably represent -CH(CH3)2, 
-CH2COQH, -(CH2)2C02H, -CH2C(=0)NH2 or -(CH2)2C(=0)NH2. 

In a case where an adjacent position of Ri or R3 become a stereogenic 
center, both the stereoisomeric compounds are intended to be embraced 
within the scope of the present invention. Similarly, a case where two 
forms of compounds are co-exist (a mixture of diastereomeric compounds) 
is embraced within the scope of the invention. In addition, the cases 
where Ri or R3 are composed of carboxylic acids or bases with side chain 
residue of amino acids, their protected forms such as simple esters or 
pharmaceutically acceptable salt forms are also embraced within the scope 
of the compounds according to the invention. 

R2 represents -H, -SAC, -SCAC, -Ar, or -SAC-Ar and contains side chain 
residues of natural amino acids. In a case where an adjacent position due 
to R2 become a stereogenic center, both the stereoisomeric compounds are 
embraced within the context of the compounds of the present invention, 
Similarly, a case where two forms of compounds are co-exist (a mixture 
of diastereomeric compounds) is embraced within the category of the 
compounds according to the invention. In addition, the cases where R2 
are composed of carboxylic acids or bases with side chain residue of 
amino acid, their protected forms such as simple esters or pharmaceutically 
acceptable salt forms are also embraced within the scope of the 
compounds according to the invention. 

R2 further represents -(CH2)n(0)mR5 (in which R5 = -SAC, -SCAC, -Ar, 
-SAC-Ar; and n=0, 1, 2; m=0, 1), or -(CH2)„OC(=0)R« (in which Re = 
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-SAC, -SCAC, -Ar, or -SAC-Ar; and n=l, 2). Preferable R2 represents 
(CH2)n(0)mAr' (in which n=0, 1, 2; m = 0, 1; Ar' = substituted phenyl or 
imidazole), methyl or hydrogen. 



R4 represents an organic acid acyl group of all the natural amino acids or 
represents -C(=0)R7 (in which R7 = -SAC, -SCAC, -Ar, or -SAC-Ar), 
-C(=0)0R8 (in which Rs = -SAC, -SCAC, -Ar, or -SAC-Ar), 
-C(=0)NR9Rio (in which R9, Rio = -H, -SAC, -SCAC, -Ar, or -SAC-Ar), 
-SORii (in which Rn = -SAC, -SCAC, -Ar, or -SAC-Ar), or -SO2R12 (in 
which R12 = -SAC, -SCAC, -Ar, or -SAC-Ar). 

In cases where Ri and the adjacent R', and/or R3 and the adjacent R are 
connected to each other to form a cyclic compound, Ri-R' or R3-R 
together represents (CH2)„, (CH2)„-0-(CH2)ra, or (CH2)„-NRi3-(CH2)m [in 
which n+m <9, R13 = -SAC, -SCAC, -Ar, -SAC-Ar, -C(=0)-SAC, 
-C(=0)-SCAC, -C(=0)-Ar, or -C(=0)-SAC-Ar]. 

X represents -CN, -CHO, -C(=0)Ri4 [in which R14 - -SAC, -SCAC, -Ar, 
or -SAC-Ar], -C(=0)ORi5 [in which R15 = -SAC, -SCAC, -Ar, or 
-SAC-Ar], -CONR16R17 [in which Rie and Rn each represents -H, -SAC, 
-SCAC, -At, or -SAC-Ar], -C(=0)CH20Ri8 [in which Ris represents -SAC, 
-SCAC, -Ar, or -SAC-Ar], or -C(=0)CH20C(=0)Ri9 [in which R19 = 
-SAC, -SCAC, -Ar, or -SAC-Ar]. The invention further encompasses a 
case where if X represents -COCH2-W, W represents -N2, -F, -CI, -Br, -I, 
-NR20R21 or -SR22 [in which wherein R20, R21 and R22 each independently 
represents -SAC, -SCAC, -Ar, or -SAC-Ar or a case where R20 and R21 
are connected to form a cyclic compounds]. W also represents 



P^:J19 9 / 005 6 1 



-lo- 




in which Y represents -OH, OR23 (in which R23 = -SAC, or -SCAC), 
-C(=0)R24 (in which R24 = -H, -SAC, or -SCAC), -F, -CI, -Br, -I, -CN, 
-NC, -N3, -CO2H, CF3, -CO2R25 (in which R25 = -SAC, or -SCAC), 
-C(=0)NHR26 (in which R26 = -SAC, or -SCAC), and -C(=0)NR27R28 (in 
which R27, R28 = -SAC, or -SCAC) and can be mono- or poly-substituted 
at its maximum regardless of the order and the kinds. 

Among the compound of formula (I), preferred are those in which 

a) R and R' represent hydrogen, 

b) Ri represents -CH2COOH, 

c) R2 represents (CH2)n(0)mAr' [in which n=l, 2; m=0, 1; Ar' = substituted 
phenyl or imidazole], methyl or hydrogen, 

d) R3 represents -CH(CH3)2, -CH2COOH, -(CH2)2C02H, -CH2C(0)NH2 or 
-(CH2)2C(0)NH2, 

e) R4 represents -C(=0)(0)nR29 [in which n=0, 1; R29 = -Ar, or -SAC-Ar], 
-SO2R30 [in which R30 = -Ar, or -SAC-Ar], or -C(=0)NHR3i, [in which 
R31 = -Ar, or -SAC-Ar], 

f) X represents -C(=0)CHN2, -C(=0)CH2Br, -C(=0)CH2C1, -C(=0)CH20Ar" 
[Ar" = preferably phenyl] or -C(=0)CH20C(=0)Ar'" [in which Ar"' = 
preferably 2,6-dichlorophenyl or 2,6-dimethylphenyl]. 



Most preferred compounds are selected from tlie 'group consisting of 
(3S)-3-{3-[(lS)-l-phenyhnethyloxycarbonylamino-2-methyl-propyl]-4,5-di- 
hydro-isoxazole-5-carbonyiamino}-4-keto-pentanoic acid; ^ 
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es S)-3-{ 3 -[( 1 S)- 1 -phenylmethyloxycarbonylamiiio-2-methyl-propyl]-5-phenoxy 
methyl-4,5-dihydro-isoxazole-5-carbonyl-aiimio}-4-keto-pentanoic acid; 
(2S)-2-{3-[( IS)- 1 -phenylmethyloxycarbonylammo-2-methyl-propyl]-5-phenoxy 
methyl-4,5-dihydro-isoxazole-5-carbonyl-aniino}-succmic acid l-(N-methyl- 
N-methoxy)-amide; 

(3 S)-3 - { 3 -[( 1 S)- 1 -phenylmethyloxycarbonylaiiiiiio-2-methyl-propyl]-4,5-dihydro 
-isoxazole-5-carbonylamino}-4-keto-5-diazo-pentanoic acid; 
(3 S)-3 - {3-[( 1 S)- 1 -phenylmethyloxycarbonylainino-2-methyl-propyl]-4,5-dihydro 
-isoxazole-5-carbonylainino}-4-keto-5-bromo-pentanoic acid; 
(3S)-3-{3-[(lS)-l -phenylmethyloxycarbonylamino-2 -methyl-propyl]-4, 5 -dihydro 
-isoxazole-5-carbonylamino}-4-keto-5-(2,6-dichlorobenzoyloxy)-pentanoic acid; 
(3 S)-3 - { 3-[( 1 S)- 1 -(naplithalene- 1 -carbonylainino)-2-mediyl-propyl]-5-penoxy- 
methyl-4,5-dihydro-isoxazole-5-carbonylamino } -4-keto-5-phenoxy-pentanoic 
acid; 

(3S)-3-{3-[(lS)-l-(naphthalene-2-carbonylainino)-2-methyl-propyi]-5-penoxy- 

methyl-4,5-dihydro-isoxazoIe-5-carbonylamino}-4-keto-5-phenoxy-pentanoic 

acid; 

(3 S)-3- { 3-[( 1 S)- 1 -(naphthalene-2-carbonylamino)-2-methyl-propyl]-5-penoxy- 
methyl-4,5-dihydro-isoxazole-5-carbonylainino}-4-keto-5-diazo-pentanoic acid; 
(3 S).-3-{3-[( 1 S)- 1 -(naphthalene-2-carbonylainino)-2-methyl-propyl]-5-penoxy- 
methyl-4,5-dihydro-isoxazole-5-carbonylaniino}-4-keto-5-bromo-pentanoic 
acid; 

(3 S)-3 - { 3 -[( 1 S)- 1 -(naphthalene-2-carbonylamino)-2-methyl-propyl]-5-penoxy- 
methyl-4,5-dihydro-isoxazole-5-carbonylaniino}-4-keto-5-(2,6-dichlorobenzoylo 
xy)-pentanoic acid; 

(3S)-3-{3-[(lS)-l-(naphthalene-2-carbonylamino)-2-methyl-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazoIe-5-carbony!ainino}-4-keto-5-diazo-pentanoic acid; 
(3 S)-3- { 3-[( IS)- 1 -(naphthalene-2-carbonylamiao)-2-methyl-propyl]-5-phenyl- 
me11iyl-4,5-dihydro-isoxa2ole-5-carbonylainino}-4-keto-5-broino-pentanoic 
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acid; 

(3S)-3-{3-[(lS)-l-(naphthalene-2-carbonylamino)-2-methyl-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylaimno}-4-keto-5-(2,6-dichlorobeiizoyl- 
oxy)-pentanoic acid; 

(3 S)-3- { 3 -[( 1 S)- 1 -(naphthaiene-2-carbonylamino)-2-methyl-propyl]-5-phenyl- 
methyl-4, 5-dihydro-isoxazole-5-carbonylamino } -4-keto-5-diazo-pentaiioic acid; 
(3S)-3-{3-[(lS)-l-(naphthalene-2-carbonylamino)-2-methyl-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylainino}-4-keto-5-bromo-pentanoic 
acid; 

(3 S)-3-{3-[( 1 S)- l-(naphthalene-2-carbonylamino)-2-methyl-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-(2,6-dichlorobenzoyl- 
oxy)-pentaiioic acid; 

(3 S)-3 - { 3 -[( 1 S)- 1 -(naphthalene-2 -carbonylamino)-3 -carboxy-propyl] -5-methyl-4, 

5-dihydro-isoxazole-5-carbonylainino}-4-keto-5-phenoxy-pentanoic acid; 

(3 S)-3-{3-[( 1 S)- 1 -(qimioline-2-yl-carbonylamino)-2-methyl-propyl]-5-phenoxym 

ethyl-4,5-dihydro-isoxazole-5-carbonylamuio}-4-keto-pentanoic acid; 

(3 S)-3 - { 3 -[( 1 S)- 1 -(naphthalene-2-sulfonylainino)-2-mediyl-propyl]-5-penoxy- 

methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-phenoxy-pentanoic 

acid; 

(3 S)-3 - { 3-[( 1 S)- 1 -(naphthalene-2-carbonylamino)-2-methyl-propyl]-5-phenoxy- 
methyl-4,5-dLhydro-isoxazole-5-carbonylainino)-4-keto-5-(2-naphthyloxy)- 
pentanoic acid; 

(3S)-3-{3-[(lS)-l-(naphthalene-2-carbonylamino)-2-methyl-propyl]-5-phenoxy- 
methyl-4,5-dihydro-isoxazole-5 -carbonylamiao } -4-keto-5-( 1 -naphthyloxy)- 
pentanoic acid; 

(3S)-3-{3-[(lS)-l-(2S)-2-acetylamino-succinoylamino)-3-carboxy-propyl]-5- 
methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4rketo-5-phenoxy-pentanoic 
acid; 

(3S)-3-{3-[(lS)-l-(naphthalene-2-carbonylainiiio)-2-methyl-propyl]-4,5-dihydro- 
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isoxazole-S-carbonylamino } -4-keto-5-(2-naphthyloxy)-pentanoic acid; 

(3 S)-3-{3-[2-methyl-( IS)- l-(2-naphthalenecarbonylamino)-propyl]-4,5-dihydro- 

isoxazole-5 -carbonylamino } -4-keto-5 -phenoxy-pentanoic acid (diasteromeric 

mixture); 

(3S)-3-{3-[2-methyl-(lS)-l-(phenylinethyloxycarbonylamino)-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-diazo-pentanoic acid; 
(3 S)-3-{3-[2-methyl-( 1 S)- 1 -(phenylinethyloxycarbonylainino)-propyl]-5-phenyl- 
methyl-4,5-di]iydrb-isoxazole-5-carbonylamino}-4-keto-5-bromo-peiitanoic 
acid; 

(3 S)-3-{ 3-[2-methyl-( 1 S)- l-(phenylinethyloxycarbonylainino)-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-(2,6-dichlorobenzoyl- 
oxy)-pentanoic acid; 

(3 S)-3 - { 3 - [2-methyl-( 1 S)- 1 -(phenylethylcarbonylamino)-propyl]-5 -phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-diazo-pentanoic acid; 
(3S)-3-{3-[2-methyl-(lS)-l-(phenylethylcarbonylamino)-propyl]-5-phenylmethyl 
-4,5-dihy dro-isoxazole-5-carbonylamiao } -4-keto-5 -bromo-pentanoic acid; 
(3S)-3-{3-[2-methyl-(lS)-l-(phenylethylcarbonylamiiio)-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxa2ole-5-carbonylamino}-4-keto-5-(2,6-dichloroben2oylo 
xy)-pentanoic acid; 

(3S)-3-{3-[2-methyl-(lS)-l-(l-naphthalenecarbonylamino)-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylainino}-4-keto-5-diazo-pentanoic acid; 
(3 S)-3-{3-[2-methyl-( 1 S)-l-( l-naphthalenecarbonylamiiio)-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylaniino}-4-keto-5-bromo-pentanoic 
acid; 

(3 S)-3 - { 3 - [2-methyl-( 1 S)- 1 -( 1 -naphthalenecarbonylamino)-propyl]-5 -phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylainino}-4-keto-5-(2,6-dichlorobenzoylo 
xy)-pentanoic acid; 

(3 S)-3-{ 3-[2-methyl-( 1 S)- 1-( 1 -naphtalenesulfonylainino)-propyl]-5-phenyl- 
mediyl-4,5-diliydi-o-isoxazole-5-carbonylamino)-4-keto-f-diazo-pentanoic acid 



t t 
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(diastereomeiic mixture); 

(3 S)-3 - { 3 -[2-methyl-( 1 S)- 1 -( 1 -naphtalenesulfonylanimo)-propyl]-5-phenyl- 

methyl-4,5-dihydro-isoxazole-5-carbonylammo}-4-keto-5-bromo-pentanoic acid 
(diastereomeiic mixture); 

(3 S)-3-{ 3-[2-methyl-(l S)- 1-( 1 -naphtalenesulfonylamino)-propyl]-5-phenyl- 

methyI-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-(2,6-dichlorobeiizoyl- 
oxy)-pentanoic acid (diastereomeric mixture); 

(3 S)-3 - { 3 - [2-meth;yl-( 1 S)- 1 -((3 -iiidolyl)ethylcarbonylamino)-propyl]-5-phenyl- 
methvl-4.5-dihvdro-isoxazolfi-^-r.flrhnnvl Jim inn 1 ptn- S-rl-i a ■7n-.-n<»nt?iTir*t o ar^^A- 

(3S)-3-{3-[2-methyl-(lS)-l-((3-iiidolyl)ethylcarbonylamino)-propyl]-5-phenyl- 
methyl-4, 5-dihydro-isoxazole-5-carbonylamino } -4-keto-5-bromo-pentaiioic 
acid; 

(3S)-3-{3-[2-methyl-(lS)-l-((3-indolyl)ethylcarbonylamiiio)-propyl]-5-phenyl- 

methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-(2,6-dichlorobeiizoyl- 
oxy)-peiitaiioic acid; 

(3S)-3-{3-[2-methyl-(lS)-l-((3-indolyl)methylcarbonylamino)-propyl]-5-phenyl- 

methiyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-diazo-pentanoic acid; 

(3S)-3-{3-[2-methyl-(lS)-l-((3-indolyl)methylcarbonylamino)-propyl]-5-phenyl- 

methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-bromo-pentanoic 
acid; 

(3 S)-3 - { 3 -[2-methyl-( 1 S )- 1 -((3 -indolyl)methylcarbonylamino)-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylamiiio}-4-keto-5-(2,6-dichlorobenzoyl- 
oxy)-pentanoic acid; 

(3S)-3-{3-[2-methyl-(lS)-l-(cimiamoylamino)-propyl]-5-phenylmethyl-4,5- 
dihydro-isoxazole-5-carbonylamino}-4-keto-5-dia20-pentanoic acid; 
(3S)-3-{3-[2-metliyl-(lS)-l-(cimiamoylamino)-propyl]-5-phenyImetliyl-4,5- 
diliydro-isoxa2ole-5-carbonylamino}-4-keto-5-bromo-pentanoic acid; 
(3S)-3-{3-[2-methyl-(lS)-l-(cimiamoyIamino)-propyl]-5-phenylmethyl-4,5- 
dihy dro-isoxazole-S -caibonylamino } -4-keto-5-(2,6-dichlorobenzoyloxy)- 
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pentaaoic acid; 

(3 S)-3 - { 3 - [2-methyl-( 1 S)- 1 -(phenylinethylsulfonylamino)-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-caibonylammo}-4-keto-5-diazo-pentanoic acid; 
(3S)-3-{3-[2-methyl-(lS)-l-(phenylmethylsulfonylamino)-propyl]-5-phenyl- 
methyl-4,5 -dihydro-isoxazole-S-carbonylamino } -4-keto-5 -bromo- 
pentanoic acid; 

(3 S)-3-{3-[2-methyl-( 1 S)- l-(plienylmethylsulfonylamino)-propyl]-5-phenyl- 

methyl-4,5-dihydto-isoxazole-5-carbonylamino}-4-keto-5-(2,6-dichlorobenzoylo 

/ 

xy)-pentanoic acid; 

(3 S)-3 - { 3-[2-methyl-( 1 S)- 1 -(quinoline-2-yl-carbonylamino)-propyl3-4, 5-dihy dro- 

isoxazole-5-carbonylamiiio}-4-keto-5-diazo-pentanoic acid; 

(3 S)-3-{3-[2-methyl-( 1 S)- l-(quinoline-2-yl-carbonylainino)-propyl]-4,5-dihydro- 

isoxazole-5-carbonylamino}-4-keto-5-bromo-pentanoic acid; 

(3 S)-3-{ 3-[2-methyl-( 1 S)- 1 -(quinoline-2-yl-carbonylainino)-propyl]-4,5-dihydro- 

isoxazole-5-carbonylamino}-4-keto-5-(2,6-dichlorobenzoyloxy)-pentanoic acid; 

(3 S)-3 - { 3-[2-methyl-( 1 S)- l-(quinoline-2-yl-carbonylainino)-propyl]-4,5-dihydro- 

isoxazole-5-carbonylamino}-4-keto-5-phenoxy-pentanoic acid; 

(3 S)-3-{3-[2-methyi-( 1 S)- l-(quinoline-2-yl-carbonylainiiio)-propyl]-5-phenyl- 

me11iyl-4,5-dihydro-isoxazole-5-carbonylainino}-4-keto-5-diazo-peiitanoic acid; 

(3S)-3-{3-[2-methyl-(lS)-l-(quinoline-2-yl-carbonylainino)-propyl]-5-phenyl- 

methyl-4,5-dihydro-isoxazole-5-carbonylatnino}-4-keto-5-bromo-pentanoic 

acid; 

(3S)-3-{3-[2-methyl-(lS)-l-(quinoliiie-2-yl-carbonylamino)-propyl]-5-phenyl- 
methyl-4,5-dLhydro-isoxazole-5-carbonylatnino}-4-keto-5-(2,6-dichlorobeiizoylo 

xy)-pentanoic acid; 

(3S)-3-{3-[2-methyl-(lS)-l-(quinoline-2-yl-carbonylamino)-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylamino}'-4-keto-5-pheiioxy-pentanoic 

acid; 

(3 S)-3-{3-[2-metliyl-( 1 S)- l-(quinoline-2-yl-carbonylamino)-propyl]-5-( 1 - 
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imidazolyl-methyl)-4,5-dihydro4soxazole-5-carbonylammo}-4-keto-5-phenoxy- 
pentanoic acid; 

(3S)-3-{3-[2-methyl-(lS)-l-(2-naphthaienecarbonylaniino)-propyl]-4,5-dihydro- 
isoxazole-5-carbonvlamino } -4-keto-pentanoic acid ; 



(3S>3-{3-[(lS)-l-(succmoylammo)-3-carboxy-propyl]-5-methyl-4,5-dihydro- 
isoxazole-5-carbonylammo} -4-keto-5-phenoxy-pentanoic acid; 
(3 S)-3 - { 3-[2-methyl-( 1 S)- l-(succiiioylaniino)-propyl]-5-methyl-4,5-dihydro- 
isoxazole-5-carbqhylamino}-4-keto-5-plienoxy-pentanoic acid; and 

/"^.^'\_'^_/'?_r9_m*>*-ii^r1_/'1 QVl_/'1_»,a«Vi+ola^,,1^«,U«^,,1^~.: A n c _1 1 

y^-wy w *»«wti.ijx \.M.yjj ^ \-^~t.i.ajju.iMj.\^xiyi\^a±uyjiiyi<tiAUii%jj-yi\jyyij-j-piici^ 

methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-(l-piperidinyl)-pentan 
oic acid. 

In an another aspect, the present invention provides a process for preparing 
a compound of formula (I). 



Hereinbelow, a process for preparing the isoxazoline derivatives of formula 
(I) according to the present invention will be explained with respect to 
Reaction Schemes 1 and 2. It should be understood that the reaction 
schemes generally illustrate the specific process used in the present 
invention, but any modification of the imit operations may be made 
without departure of the spirit of the invention. Therefore, the present 
invention should not be limited to the following preferred embodiments. 

In the first step, amino protected amino acid (II) (commerically available 
fi-om Novabiochem) is reduced to give N-protected amiao alcohol (III) 
which is then oxidized to give N-protected amino aldehyde (IV). 

N-protected amino aldehyde (IV) is reacted with hydroxylamine- 
hydrochloride and sodium carbonate in a mixed solution of an alcohol and 
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water to give an oxime (V) (syn- and anti-oxime). The resulting oxime 
derivative (V) is treated with NCS (N-chlorosuccinimide) in an aqueous 
solution of dunethylformamide to give hydroxamoyl chloride (VI). As the 
representative substituents used in the synthesis of hydroxamoyl c hloride, 
the following groups may be exemplified: Pi represents Cbz, t-Boc, Fmoc, 
Teoc(trimethylsilyl-ethyloxycarbonyl), etc.; R represents H and R3 represents 
-CH2CH2C02Bu(t), -CH2C02Me, -CH2C02Bu(t), -isopropyl, phenyhnethyl, 
and the like. / 



Reaction Scheme 1 



H O 
I 




^ OH 
R % 

n 



' fi 

I 
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R 'R3 
V 



In the above Reaction Scheme 1, the following combinations of a) to g) 
for the commercially available compounds (II) to (VT) may be synthesized. 

a) Pi = Cbz, R = H, R3 = i-Pr 

b) Pi = t-Boc, R = H, R3 = i-Pr 

c) Pi = Fmoc, R = H, R3 = CH2CH2C02Bu(t) 

d) Pi = t-Boc, R = H, R3 = CH2C02Me 
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e) Pi = Cbz, R = H, R3 = CH2C02Bu(t) 

f) Pi = Fmoc, R = H, R3 = CH2C02Bu(t) 

g) Pi = Boc or Cbz, R = H, R3 = CH2Ph 



Reaction Scheme 2 




In the second step, the hydroxamoyl chloride (VI) thus obtained is then 
reacted with acrylate derivative (VII) to give isoxazoline derivative (VIII). 
If necessary, isoxazoline derivative (VIII) may be synthesized directly from 
the oxime derivative (V). 

If a compound having the protecting group Pi can be used as the inhibitor 
(for example. Pi is a Cbz group), the isoxazoline derivative (VIII) is 
directly reacted with the compound (X) to give a compound of formula 
(I), and if it is necessary to convert the protecting group Pi into other 
substituent. Pi is removed and R4 is introduced thereinto. 

In the above Reacion Scheme 2, the following combination of substituents 
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may be synthesized. 

In the compound (VIII), 

a) Pi = Cbz, R = H, R3 = i-Pr, R2 = H, P2 = Et 

b) Pi = Cbz, R = H, R3 = i-Pr, R2 = H, P2 = H 

c) Pi = Cbz, R = H, R3 = i-Pr, R2 = CH20Ph, P2 = Et 

d) Pi = Cbz, R = H, R3 = i-Pr, R2 = CH20Ph, P2 = H 

e) Pi = Fmoc, R = H, R3 = CH2CH2C02Bu(t), R2 = CH3, P2 = CHsCor 
Et) 

f) Pi = Teoc, R = H, R3 = i-Pr, R2 = CH3, P2 = H 

g) Pi = t-Boc, R = H, R3= i-Pr, R2= PhCH2, P2=Et 

h) Pi = t-Boc, R = H, R3 = i-Pr, R2 = PhOCH2. P2 = Et 

i) Pi = t-Boc, R = H, R3 = i-Pr, R2 = 1-naphthyl, P2 = Et 
j) Pi = t-Boc, R = H, R3 = i-Pr, R2 = 2-naphthyl, P2 = Et 
k) Pi = t-Boc, R = R R3 = i-Pr, R2 = phenyl, ^P2 = Et 

1) Pi = t-Boc, R = H, R3 = i-Pr, R2 = 4-bromophenyl, P2 = Et 
m) Pi = t-Boc, R = H, R3 = i-Pr, R2 = AcOCHa, P2 = Et 

In the compound (IX), / 

a) R4 = Cbz, R = H, R3 = i-Pr, R2 = H, P2 = Et 

b) R4 = Cbz, R = H, Rs = i-Pr, R2 = H, P2 = H 

c) R4 = Cbz, R = H, R3 = i-Pr, R2 = CHjOPh, P2 = Et 

d) R4 = Cbz, R = H, R3 = i-Pr, R2 = CHsOPh, P2 = H 

e) R4 = 1-naphthoyl, R = H, R3 = i-Pr, R2 = CH20Ph, P2 = Et 

f) R4 = 1-naphthoyl, R = H, R3 = i-Pr, R2 = CH20Ph, P2 = H 

g) R4 = 2-naphthoyl, R = H, R3 = i-Pr, R2 = CHzOPh, P2 = Et 

h) R4 = 2-naphthoyl, R = H, R3 = i-Pr, R2 = CH20Ph, P2 = H 

i) R4 = 2-naphthoyl, R = H, R3 = CH2CH2C02Bu(t), R2 = CH3, P2 = CH3 
j) R4 = 2-naphthoyl, R = H, R3 = CH2CH2C02Bu(t), R2 = CH3, P2 = H 
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k) R4 = 2-naphthoyl, R = H, R3 = i-Pr, R2 = PhCH2, P2 = Et 

1) R4 = 2-naphthoyl, R = H, R3 = i-Pr, R2 = PhCH2, P2 = H 

m) R4 = 2-naphthalenesulfonyl, R = H, R3 = i-Pr, R2 = PhOCH2, P2 = Et 

n) R4 = 2-naphthalenesiilfonyl, R = H, R3 = i-Pr, R2 = PhOCH2, P2 = H 



o) R4 = 2-quinolinecarbonyl, R = H, R3 = i-Pr, R2 = PhOCH2, P2 = Et 
p) R4 = 2-quinolinecarbonyl, R = H, R3 = i-Pr, R2 = PhOCH2, P2 = H 
q) R4 = 2-naphthoyl, R = H, R3 = i-Pr, R2 = H, P2 = Et 
r) R4 = 2-naphthoyl, R = H, R3 = i-Pr, R2 = H, P2 = H 
s) R4 = hydrocinnamoyl, R = H, R3 = i-Pr, R2 = PhCH2, P2 = Et 
t) R4 = hydrocinnamoyl, R = H, R3 = i-Pr, R2 = PhCH2, P2 = H 
u) R4 = 1-naphthoyl, R = H, R3 = i-Pr, R2 = FhCHi, P2 = Et 
v) R, = 1-naphthoyl, R = H, R3 = i-Pr, R2 = PhCH2, P2 = H 
w) R4 = 1-naphthalenesulfonyl, R = H, R3 = i-Pr, R2 = PhCH2, P2 = Et 
x) R4 = 1-naphthalenesulfonyl, R = H, R3 = i-Pr, R2 = PhCH2, P2 = H 
30 R4 = 3-indoleacety1, R = H, R3 = i-Pr, R2 =,PhCH2, P2 = Et 
z) R4 = 3-indoleacetyl, R = H, R3 = i-Pr, R2 = PhCH2, P2 = H 

aa) R4 = 3-indolepropionyl, R = H, R3 = i-Pr, R2 = PhCH2, P2 = Et 

ab) R4 = 3-indolepropionyl, R = H, R3 = i-Pr, R2 = PhCH2, P2 = H 

ac) R4 = /raAw-cinnamoyl, R = H, R3 = i-Pr, R2 = PhCH2, P2 = Et 

ad) R4 = rra/w-cinnamoyl, R = H, R3 = i-Pr, R2 = PhCHa, P2 = H 

ae) R4 = phenyhnethylsulfonyl, R = H, R3 = i-Pr, R2 = PhCH2, P2 = Et 

af) R4 = phenyhnethylsulfonyl, R = H, R3 = i-Pr, R2 = PhCH2, P2 = H 

ag) R4 = 2-quinolinecarbonyl, R = H, R3 = i-Pr, R2 = H, P2 = Et 

ah) R4 = 2-quinolinecarbonyl, R = H, R3 = i-Pr, R2 = H, P2 = H 

ai) R4 = 2-quinohnecarbonyl, R = H, R3 = i-Pr, R2 = PhCH2, P2 = Et 

aj) R, = 2-quinohnecarbonyl, R = H, R3 = i-Pr, R2 = PhCH2, P2 = H 

ak) R, = 2-quinohnecarbonyl, R = H, R3 = i-Pr, R2 = 1-imidazolyl, P2 = 
Et 

al) R4 = 1-qumolinecarbonyl, R = H, R3 = i-Pr, R2 = 1-imidazolyl, P2 = 
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H 

am) R4 = COCH2CH2C02Bu(t), R = H, R3 = CH2CH2C02Bu(t), R2 = CH3, 
P2 = CH3 

an) R4 = COCH2CH2C02Bu(t), R = H, R3 = CH2CH2C02Bu(t), R2 = CHs, 
P2 = H ■ ~ 

ao) R4 = COCH2CH2C02Bu(t), R = H, R3 = i-Pr, R2 = CH3, P2 = CH3 
ap) R4 = COCH2CH2C02Bu(t), R - H, R3 = i-Pr, R2 = CH3, P2 = H 

In the compound (X), 

a) P3 = Cbz, R = H, Ri=CH2C02Bu(t), X =C02Me 

b) P3 = HCl+H, R = H, Ri=CH2C02Bu(t), X =C02Me 

c) P3 = Cbz, R = H, Ri=CH2C02Bu(t), X =COCH2N2 

d) P3 = Cbz, R = H, Ri=CH2C02Bu(t), X =C0CH2Br 

e) P3 = Cbz, R = H, Ri=CH2C02Bu(t), X =C0CH20Ph 

f) P3 = Cbz, R = H, Ri=CH2C02Bu(t), X =CH(0H)CH2OPh 

g) P3 = H, R = H, Ri=CH2C02Bu(t), X =CH(0H)CH20Ph 

h) P3 = Cbz, R = H, Ri=CH2C02Bu(t), 
X = CH(OH)CH20C(0)Ph(2,6-dichloro) 

i) P3 = H, R = H, Ri=CH2C02Bu(t), / 
X =CH(OH)CH20C(0)Ph(2,6-dichloro) 

j) P3 = Cbz, R = H, Ri=CH2C02Bu(t), X =CONMe(OMe) 

k) P3 = H, R = H, Ri=CH2C02Bu(t), X =CONMe(OMe) 

1) P3 = Cbz, R = H, Ri=CH2C02Bu(t), X =CH(0H)CH20- (1-naphthyl) 

m) P3 = H, R = H, Ri=CH2C02Bu(t), X =CH(0H)CH20- (1-naphthyl) 



In the compound (I), 

a) R4 = 2-naphthoyl, R = H, R3 = i-Pr, R2 = PhOCH2, Ri = CH2C02Bu(t), 
X = CO2H 

b) R4 = 2-naphthoyl, R = H, R3 = i-Pr, R2 = PhOCH2, Ri = CH2C02Bu(t), 
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X = C(=0)CH2N2 

c) R4 = 2-naphthoyl, R = H, R3 = i-Pr, R2 = PhOCH2, Ri = CH2C02Bu(t), 
X = C(=0)CH2Br 

d) R4 = 2-naphthoyl, R = H, R3 = i-Pr, R2 = PhOCH2, Ri = CH2C02Bu(t), 
X - C(-0)CH2QPh . 

e) R4 = 2-naphthoyl, R = H, R3 = i-Pr, R2 = PhOCH2, Ri = CHzCOaBuCt), 
X = C(=0)CH20C(=0)Ph (2,6-dichloro) 

f) R4 = 2-naphthoyl, R = H, R3 = i-Pr, R2 = PhOCH2, Ri = CH2C02Bu(t), 
X = 2-naphthyloxymethylcarbonyl 

g) R4 = 2-naphthoyi, R = H, R3 = i-Pr, R2 = PhOCH2, Ri = CHzCOiBuCt), 
X = 1-naphthyloxymethylcarbonyl 

h) R4 = 2-naphthoyl, R = H, R3 = i-Pr, R2 = PhOCH2, Ri = CH2C02Bu(t), 
X = CH(0H)CH20Ph 

i) R4 = 1-naphthoyl, R = H, R3 = i-Pr, R2 = PhOCH2, Ri = CH2C02Bu(t), 
X = C(=0)CH20Ph 

j) R4 = 2-naphthalenesulfonyl, R = H, R3 = i-Pr, R2 = PhOCH2, Ri = 

CH2C02Bu(t), X = CH(OH)CH20Ph 
k) R, = 2-naphthalenesulfonyl, R = H, R3 = i-Pr, R2 = PhOCH2, Ri = 

CH2C02Bu(t), X = C(=0)CH20Ph 
1) R4 = 2-quinolinecarbonyl, R = H, R3 = i-Pr, R2 '= PhOCHz, Ri = 

CH2C02Bu(t), X = CH(0H)CH20Ph 
m) R4 = 2-quinolinecarbonyl, R = H, R3 = i-Pr, Rz = PhOCH2, Ri = 

CH2C02Bu(t), X = CH(OH)CH20Ph 
n) R4 = 2-naphthoyl, R = H, R3 = i-Pr, R2 = PhCH2, Ri = CH2C02Bu(t), X 

= C(=0)CH2N2 

o) R4 = 2-naphthoyl, R = H, R3 = i-Pr, R2 = PhCH2, Ri = CHsCOzBuCt), X 

= C(=0)CH2Br 

p) R4 = 2-naphthoyl, R = H, R3 = i-Pr, R2 = PhCH2, Ri = CH2C02Bu(t), X 
= C(=0)CH20Ph 
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q) R4 = 2-naphthoyl, R - H, R3 = ^i-Pr, R2 = PhCHa, Ri = CHzCOzBuCt), X 

= C(=0)CH20C(=0)-Ph-(2,6-dichloro) 
r) R4 = N-acetyl- ^ -t-butyl aspartyl, R = H, R3 = CH2CH2C02Bu(t), R2 = 

CH3, Ri = CH2C02Bu(t), X = CH(OH)CH20Ph 
s) Ra = N-acetyl-^-t-butyi aspartyl, R = H, R3 = CH2CH2CQ2KUW, K2 = 

CH3, Ri = CHzCOzBuCt), X = C (=0)CH20Ph 
t) R4 = Cbz, R = H, R3 = i-Pr, R2 = H, Ri = CHzCOzBuCt), X = 

C(=0)NMe(OMe) 

u) R4 = Cbz, R = H, R3 = i-Pr, R2 = H, Ri = CH2C02Bu(t), X = 
C(=0)CH3 

v) R4 = Cbz, R = H, Rs = i-Pr, R2 = PhOCHs, Ri = CH2C02Bu(t), X = 
CO2CH3 

w) R4 = Cbz, R = H, R3 = i-Pr, R2 = PhOCH2, Ri = CH2C02Bu(t), X = 
CO2H 

lOx) R4 = Cbz, R = H, R3 = i-Pr, R2 = PhOCH2, ^^ = CHaCOiBuCt), X = 
C(=0)CH2N2 

y) R4 = Cbz, R = H, R3 = i-Pr, R2 = PhOCH2, Ri = CH2C02Bu(t), X = 
C(=0)CH2Br 

z) R4 = Cbz, R = H, R3 = i-Pr, R2 = PhOCH2, Ri = CH2C02Bu(t), X = 
C(=0)CH20C(=0)-Ph-2,6-dichloro 

aa) R4 = Cbz, R = H, R3 = i-Pr, R2 = PhOCH2, Ri = CH2C02Bu(t), X = 
C(=0)NMe(OMe) 

ab) R4 = Cbz, R = H, R3 = i-Pr, R2 = PhOCH2, Ri = CH2C02Bu(t), X = 
C(=0)CH3 

ac) R4 = Cbz, R = H, R3 = i-Pr, R2 = H, Ri = CH2C02Bu(t). X = CO2CH3 

ad) R4 = Cbz, R = H, R3 = i-Pr, R2 = H, Ri = CH2C02Bu(t), X = 
C(=0)CH20C(=0)Ph(2,6-dichloro) 

ae) R4 = 2-naphthoyl, R = H, R3 = i-Pr, R2 = H, Ri = CH2C02Bu(t), X = 
C(=0)CH20Ph 
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af) R4 = hydrociimamoyl, R = H, R3'= i-Pr, R2 = PhCHa, Ri = CH2C02Bu(t), 
X = C(=0)CH20C(=0)Ph(2,6-dichloro) 

ag) R4 = 1-naphthoyl, R = H, R3 = i-Pr, R2 = PhCH2, Ri = CH2C02Bu(t), X 
= C(=0)CH20C(=0)Ph(2,6-dichloro) 

ah) R4 = 1-naph t halenesulphonyl, R = H, R3 = i-Pr, R2 = PhCH2, Ri - 
CH2C02Bu(t), X = C(=0)CH20C(=0)Ph(2,6-dichIoro) 

ai) Rj = 3-indoleacetyl, R = H, R3 = i-Pr, R2 = PhCH2, Ri = CH2C02Bu(t), 
X = C(=0)CH20C(=0)Ph(2,6-dichloro) 

aj) Rf = 3-mdolepropionyl, R = H, R3 = i-Pr, R2 = PhCHa, Ri = 

CK2C02Bu(t), X = C(=0)CH20C(=0)Ph(2,6-dichloro) 
ak) R4 = rram-ciimamoyl, R = H, R3 = i-Pr, R2 = PhCH2, Ri = 

CH2C02Bu(t), X = C(=0)CH20C(=0)Ph(2,6-dichloro) 
al) R4 = phenylmethylsulfonyl, R = H, R3 = i-Pr, R2 = PhCH2, Ri = 

CH2C02Bu(t), X = C(=0)CH20C(=0)Ph(2,6-dichloro) 
am) R4 = 2-qiiinolinecarbonyl, R = R3 = i-Pr, R2 % H, Ri = CH2C02Bu(t), 

X = C(=0)CH20C(=0)Ph(2,6-dichloro) 
an) Rt = 2-quiiiolinecarbonyl, R = H, R3 = i-Pr, R2 = H, Ri = CH2C02Bu(t), 

X = C(=0)CH20Ph 

ao) R4 = 2-quinolinecarbonyl, R = H, R3 = i-Pr, R2; = PhCH2, Ri = 

CH2C02Bu(t), X = C(=0)CH20C(=0)Ph(2,6-dichloro) 
ap) R4 = 2-quinolinecarbonyl, R = H, R3 = i-Pr, Ra = PhCH2, Ri = 

CH2C02Bu(t), X = C(=0)CH20Ph 
aq) R4 = 2-quinolinecarbonyl, R = H, Rs = i-Pr, R2 = 1-imidazolyl, Ri = 

CH2C02Bu(t), X = C(=0)CH20CPh 
ar) R4 = 2-naphthoyl, R = H, R3 = i-Pr, Rs = H, Ri = CH2C02Bu(t), X = 

C(=0)CH3 

as) R4 = COCH2CH2C02Bu(t), R = H, R3 = (CH2CH2C02Bu(t), R2 = CH3, Ri 

= CH2C02Bu(t), X = C(=0)CH20Ph 
at) R4 = COCH2CH2C02Bu(t), R = H, R3 = i-Pr, R2 = CH3, Ri = 
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CH2C02Bu(t), X = C(=0)CH20Ph 
au) R4 = 1-naphthoyl, R = H, R3 = i-Pr, R2 = PhCH2, Ri = CH2C02Bu(t), X 

= C(=0)CH2N(CH2)5 

In Reaction Schetne 2, the. func tional group X of compound (X; may be 

introduced by several unit operations after the reactions involved in the 
synthesis of the compound (VIII) or (IX), or the compound (VIII) .or (IX) 
ah-eady having desired substituent X may be proceed with the subsequent 
reactions. 

The acrylate derivative (VII) may be synthesized by any of two processes 
as depicted in Reaction Scheme 3 below. 

Reaction Scheme 3 

R2>s^C02P2 R2 
R2s^C02P2 — ► T — ► J. I 

^C02P2 .^C02P2 

XII 



XI O X02Et 

^ VII xni 



Ester derivative (XI) is reacted with diethyl oxalate to give oxalate 
derivative (XII) which is then reacted in the presence of a base to give 
desired acrylate derivative (VII). Alternatively, it may be synthesized by 
various process starting from the known compound (XIII). That is, the 
known compound (Xllla) is easily converted into compounds (Xlllb), 
(Vile), (Vllf), (Vllg), etc. 



In the compounds (XI) and (XII), the substituents are examplified as 
foUows: 

a) P2 = Et, R2 = Ph 
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b) P2 = Et, R2 = 4-bromophenyl 

c) P2 = Et, R2 = 1-naphthyl 

d) P2 = Et, R2 = 2-naphthyl 



In the compounds {VIT) and (XIII), the following combma t iuu of Qie 
substituents can be synthesized by the above process. 

In the compound of (VII), 

a) R2 = Ph, P2 = Et 

b) R2 = 4-bromophenyl, P2 = Et . 

c) R2 = 1-naphthyl, P2 = Et 

d) R2 - 2-naphthyl, P2 = Et 

e) R2 = CH2OAC, P2 = Et 

f) R2 = CH2Ph, P2 = Et 

g) R2 = CHaOPh. P2 = Et 



In the compound (XIII), 

a) P2 = Et, Z = OH 

b) P2 = Et, Z = Br 

Hereinafter, the representative compounds synthesized by the process of the 
invention will be listed with respect to their structural formulae. 
However, they are presented for the purpose of illustration of the S5aithesis 
of the compounds of the invention and for substantiating the fact that the 
compounds of the invention can be synthesized by the above mentioned 
preparation process, but the present invention should not be limited to the 
compounds listed in any maimer. 
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The isoxazoline derivative of fonnula (I) and the pharmaceutically 
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acceptable salts, the esters, and the isomers thereof have useful 
pharmacological properties. For example, the derivative of the formula (I) 
posses an inhibitory activity for caspases. Due to their pharmacological 
activity, they can effectively used as the therapeutics for a number of 
diseases, such as, for example the disease m which ceils are abnormally 
died, dementia, cerebral stroke, AIDS, diabetes, gastric ulcer, hepatic injure 
by hepatitis, sepsis, organ transplantation rejection reaction and 
anti-inflammation. 

The compomids of the present invention therefore may be used as 
medicines against above-mentioned diseases. Said use as a medicine or 
method of treatment comprises local or systemic administration to patients 
of an effective amount of the compounds according to the invention for 
treating the diseases. 

The subject compounds may be formulated into various pharmaceutical 
forms for administration purposes. Said pharmaceutical forms or 
compositions are deemed novel and consequently constitute a further aspect 
of the present invention. Also the preparation of said composition 
constitutes a further aspect of the present invention; To prepare the 
pharmaceutical composition of this invention, an effective amount of the 
compoimd, in base or salt form, as the active ingredient is combined in 
intimate admixture with a pharmaceutically acceptable carrier, which cairier 
may take a wide variety of forms depending on the form of preparation 
desired for administration. These pharmaceutical composition are desirably 
in unitary dosage form suitable, preferably, for administration orally, 
percutaneously, or by parenteral injection. 

For example, in preparing the composition in oral dosage form, any of the 
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usual pharmaceutical media may be employed such as, for example, water, 
glycols, oils, alcohols and the like in the case of oral liquid preparations 
such as suspensions, syrups, elixirs and solutions: or solid carriers such as 
starches, sugars, kaolin, lubricants, binders, disintegrating agent and the like 
ill Qie case of powders, pills, capsules and tablets. — Because of their ease 
in administration, tablets and capsules represent the most advantageous oral 
dosage unit form, in which case solid pharmaceutical carriers are obviously 
employed. For parenteral compositions, the carrier will usually comprise 
sterile water, at least in large part, though other ingredients, for example 
to aid solubility, may be included. Injectable solutions, for example may 
be prepared in which the carrier comprises saline solution, glucose solution 
or a mixture of saline and glucose solution. Injectable suspensions may 
also be prepared in which case appropriate liquid carriers, suspending 
agents and the like may be employed. In the composition suitable for 
percutaneous administration, the carrier optionally compris^es a penetration 
enhancing agents and/or a suitable wetting agent, optionally combined with 
suitable additives of any nature in minor proportions, which additives do 
not introduce a significant deleterious effect on the skin. Said additives 
may facilitate the administration to the skin and/or may be helpful for 
preparing the desired compositions. These compositions may be 
administered in various ways, e.g., as a transdermal patch, as a spot-on or 
as an ointment. 

It is especially advantageous to formulate the above pharmaceutical 
compositions in dosage unit form for ease of administration and imiformity 
of dosage. Dosage unit as used in the specification and claims herein 
refers to physically discrete units suitable as unitary dosage, each unit 
containing a predetermined quantity of active ingredient calculated to 
produce the desired therapeutic effect in association with the required 
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phannaceutical carrier. Examples of such dosage unit forms are tablets, 
capsules, pills, powder packets, wafers, injectable solutions or suspensions, 
teaspoonfuls, tablespoonfuls and the like, and segregated multiples thereof 

In view of the usefulness ot the suDject compounds m the treatment of the 
disease in which cells are abnormally died, dementia, cerebral stroke, 
AIDS, diabetes, gastric ulcer, hepatic injure by hepatitis, sepsis, organ 
transplantation rejection reaction and anti-mflammation, it is evident that 
the present invention provides a method of treating the subject suffering 
from the diseases, said method comprising the local or systemic 
administration of a pharmaceutically effective amount of the compound of 
formula (I) or a pharmaceutically acceptable salt thereof in admixture with 
a pharmaceutical carrier. Those skilled in the treatment of the diseases 
associated could easily determine the effect amount. In general it is 
contemplated that an effective amount would be from 0.0.1 mg/kg to 4 
mg/kg body weight. However, it is evident to those skilled in the art that 
such amount ranges are guidelines only and are not intended to limit the 
scope or use of the invention to any extent. 

EXAMPLES 

The present invention will be described in greater detail through the 
following examples. The examples are presented for illustrating purposes 
only and should not be construed as limiting the invention which is 
properly delineated in the claims. 

(A) Hydroxamoyl chloride synthesis (Examples 1 to 4) 



Example 1: Synthesis of N-t-butoxycarbonyl-(S)-valinal and 
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N-t-butoxy-carbonyl- (S)-valinal oxime 

To a solution of dimethyl sulfoxide (11.7 mL, 3.0 eq) in dry CH2CI2 
(-200 mL) under N2 at -60 °C was added slowly oxalyl chloride (5.78 
mL, i.l eqj. Alter lU mm., a solution ot N-t-butoxycarbonyl-(S)-valinol 
(lL23g, 55.2 mmol) in CH2CI2 (30 mL) was added slowly, and the flask 
was rinsed with 20 mL of CH2CI2. The resulting white suspension was 
stirred for Ih at ~ -50 °C. The reaction solution was treated with 
diisopropylethylamine (28.8 mL, 3.0 eq) and stirred for about 20 min. at 
-23 °C then diluted with hexanes (400 mL). The mixture was washed with 
water(150 mL), IN-KHSO4 solution (x3, total 1 L), dried with anhydrous 
Na2S04, filtered and concentrated. The yellowish liquid obtained was used 
directly in next step without further purification. 

The crude valinal in ethanol (60 mL)-water (30 mL) ^t water bath 
temperature was treated with hydroxylamine hydrochloride (5.76g, 1.5 eq) 
and NaiCOs (4.39g, 0.75 eq.). The reaction generated a lot of solid in 1 
min., thus diluted with ethanol-water (1:1, 60 mL) and stirred for Ih. The 
reaction solution was poured into saturated NaCl (100 mL), then extracted 
with ethyl acetate twice (300 mL). Organic extracts were washed with 
sat'd NaHC03 (lOOmL x 2), dried (anh. Na2S04), filtered and concentrated 
to yield white powder (11.34g , syn,anti mixture of oximes). 

Example 2: Synthesis of (2S)-2-(t-butoxycarbonyl)amino-l-cliloro-3-methyl- 
butane-l-one oxime 

N-t-butoxy-carbonyl-(S)-valinal oxime (11.34g) in DMF (100 mL) was 
treated with NCS (7.75g) and stirred in warm water bath (-40 °C) for 
Ih. After removal of DMF, the residue was extracted with ethyl 
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acetate-hexanes (1:1, 150 mL), washed with water (100 mL x 3), dried 
(anh. Na2S04), filtered and concentrated to give 13.69g of the title 
compound. 

Example T. SyntEesis of 4-(9-tluorenylmethoxycarbonyl)animo-(4Sj3^ 
hydroxy-pentanoic acid t-butyl ester 

H 
I 

Fmoc — 

OH 

\ 

I 

C02Bu(t) 

To a solution of N-(9-fluorenyhnethoxycarbonyl)- y -t-butyl glutamic acid 
(8.51g, 20.0 mmol) and NMM (2.42mL, 1.1 eq) in dry THF (110 mL) 
under N2 at 0 °C was added isobutyl chloroformate (2.72mL, l.OSeq). 
After 20 min., the reaction mixture was filter-added to a solution of 
NaBH4 (1.5g) in THF (120mL)-MeOH (30 mL) at -78 °C under N2 and 
rinsed with dry THF (20mL). After stirring for 2.5h at -78 °C, the 
reaction was quenched with acetic acid (13mL). After concentrating to ~ 
50mL, the residue was dissolved in ethyl acetate-hexanes (200 mL,l:l), 
washed with water (150 mL x 2). Aqueous layer was reextracted with 
ethyl acetate-hexanes (150 mL,l:l). Combined extract was washed with 
sat'd NaHCOs (150 mL x 2), dried (anhydrous Na2S04), filtered and 
concentrated to give 8.30g of the title compound as glasslike solid. The 
crude alcohol was used directiy. 

^H-NMR (500 MHz, CDCI3) S 7.77 (2H, d, J=7.3Hz), 7.66 (2H, d, J = 
7.8 Hz), 7.41 (2H, t, J = 7.3 Hz), 7.31 (2H, pseudo t, J = 7.8, 7.3 Hz), 
5.18 (NH, d), 4.41 (2H, m), 4.22 (IH, m), 3.72-3.57 (3H, m), 2.33 (2H, 
m), 1.93-1.77 (2H, m), 1.45(9H, s). 
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Example 4: Synthesis of 4-(9-fluorenylinethyloxycarbonyl)amino-(4S)-5- 
chloro-5- hydroxyimino-pentanoic acid t-butyl ester 



To a solution of DMSO (3.0 mL) in dry CH2CI2 (100 mL) at -65°C under 
N2 was added oxalyl chloride (2.10 mL, 1.2eq) slowly. After 15 min., a 
solution of 4-(9-fluorenybnethyloxycarbonyl)ainino-(4S)-5-hydroxypentanoic 
acid t-butyl ester (8.30 g, 20 mmol) in CH2CI2 (50 mL) was added and 
rinsed with dry CH2CI2 (20 mL). The resulting solution was stirred for 2h 
at -40 ~ -50 °C. EtN(i-Pr)2 (10.45 mL, 3.0eq) was added thereto and the 
reaction solution was slowly wanned up to -10 ""C with TLC checking 
(conversion to aldehyde is relatively slow, ~lh). The reaction mixture was 
diluted with hexanes (300 mL), washed with water(150 mL), with 
IN-KHSO4 (x 3, total 500 mL), dried with anh. Na2S04, filtered and 
concentrated to give corresponding aldehyde. 

The crude aldehyde in ethanol(60 mL)-CH2Cl2 (30 mL)-water(10 mL) at 
0°C was treated with H2NOH • HCl (2.08 g, 1.5eq) and Na2C03 (1.60g, 
0.75 eq). The reaction was stirred at room temperature for 30 min., then 
water (10 mL) was added and stirred for additional Ih. The reaction was 
stirred further(lh) with additional H2NOH • HCl (400 mg) and Na2C03 
(320 mg). Most of the volatiles were removed in vacuo, and the residue 
was taken up with ethyl acetate (200 mL), washed with water(100 mL), 
sat'd NaHCOa (100 mL), dried (anh. Na2S04), filtered and concentrated to 
give the desired oxime (8.30g, syn + anti) as white powder. 



^OH 
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The crude oxime in DMF (35 mL) was treated with NCS (2.67g, 20.0 
mmol). The reaction was stirred in warm (40°C) bath for Ih. After 
removal of the DMF in high vacuum rotary evaporator, the residue was 
taken up with hexane-ethyl acetate (1:1, 15U mL), washed with water (100 
mL X 3), dried (anh. Na2S04), filtered and concentrated to give the title 
compound (9.25g, syn + anti). 

^H-NMR (500 MHz, CDCI3) S 8.88(1H, s), 7.75(2H, d, J = 7.3Hz), 
7.57(2H, m), 7.39(2K, t, J = 7.32Hz), 7.30 (2h, pseudo t, J = 7.8,7.3Hz), 
5.46(1H, d), J = 9.3 Hz), 4.63(1H, m), 4.43-4.38(2H, m), 4.19(1H, m), 
2.3(2H, m), 2.03(2H, m), 1.43(9H, s). (NMR data reported for major 
isomer.) 

Following compounds were similarly prepared. , 
. l-chloro-3-methyl-(2S)-2-phenylmethyloxycarbonylamuio-butane- 1-one 
oxime, 

. 3-(t-butoxycarbonylamino)-(3S)-4- chloro-4-hydroxyimino-butanoic acid 
methyl ester, 

. 3-(phenylmethyloxycarbonylamino)-(3S)-4-cliloro-4-hydfoxyimino-butanoic 
acid t-butyl ester, and 

. 3 -(9-fluoreny Imethyloxy carbonylamino)-(3 S)-4-chloro-4-hydroxyimino-butaii 
oic acid t-butyl ester. 

(B) Synthesis of aery late derivatives (Examples 5 to 8) 



Example 5: Synthesis of ethyl 2-acetoxymethylacrylate 
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,OAc 

A solution of ethyl 2-hvdroxvmethvl acrvlate (IT.Sg. 133 mmol. purity ~ 
70%, ref: Villieras, J. and Rambaud, M. Synthesis, 1982, 914) in dry 
CH2CI2 (200 mL) under N2 at 0 °C was treated with acetic anhydride 
(18.8 mL, 1.5 eq) and triethyl amine (37 mL, 2.0 eq). After overnight 
stirring at room temperature, the reaction was diluted with hexanes (400 
mL), washed with sat'd NaHCOa (300 mL x 2), dried (anh Na2S04), 
filtered and concentrated. Simple distillation gave 4.6g of the title 
compound as clear liquid. NMR analysis showed ~ 70 % purity. 

'H-NMR (500 MHz, CDCI3) d 6.36 (IH, s), 5.84 (IH, s), 4.81(2H, s), 
4.25 (2H, q, J = 7.3 Hz), 2.11 (3H, s), 1.31 (3H, t, J = 7.3 Hz) 

t- 

Example 6: Synthesis of ethyl 2-phenox5miethylacrylate 

^OPh 

A solution of ethyl 2-bromomethylacrylate (2.00g, 10.4 mmol, ref: 
Villieras, J. and Rambaud, M. Synthesis, 1982, 914) and phenol(975 mg, 
l.Oeq) in dry THF (20 mL) under N2 at 0 °C was treated with anhydrous 
K2CO3 (1.43g, 1.0 mol eq). No reaction was observed for Ih. Anhydrous 
DMF (20 mL) was added and stirred for 2h at 0 and for Ih at room 
temperature. After evaporation of DMF, water(100 mL) was added, and the 
reaction was extracted with ethyl acetate (100 mL x 2). The organic 
extract was washed with brine (100 mL), dried (anh. Na2S04), filtered and 
concentrated. Flash chromatography (40% CH2Cl2/hexanes) gave 1.7 12g 
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(80%) of the title compound. 

^H-NMR (500 MHz, CDCI3) d 7.30 (2H, yt, J = 7.3 Hz), 6.99-6.96 (3H, 
m), 6.41 (IH, s), 6.01 (IH, s), 4.78 (2H, s), 4.27 (2H, q, J = 7.33 Hz) 



Example 7: Synthesis of ethyl 2-benzylacrylate 

To a solution of bromobenzene (7.15g, 45.5 mmol) in THF (30mL) was 
added n-BuLi (16.6mL, 2.5M in Hexane, 41.4mmol) under N2 at -78 
It was stirred for lOmin. To a suspension of CuCN (3.71g, 41,4mmol) in 
THF (30mL) was added lithiated benzene solution via cannula imder N2 at 
-78 °C. The reaction mixture was stirred for another 10 mtti. at -78 °C 
and ethyl 2-bromomethyl acrylate (4.00g, 20.7 mmol) in THF was added. 
The reaction mixture was warmed up to room temperature slowly and 
quenched with 2N HCl. All precipitates were filtered oflf and ^trate was 
diluted with hexanes (400 mL), washed with sat'd NaHCOa (300 mL x 2), 
dried (anh Na2S04), filtered and concentrated. Flash chromatography (2% 
etiiyl acetate-hexanes) gave 3.04g(77%) of the title compoimds . 



^H-NMR (500 MHz, CDCI3) d 7.34-7.22 (5H, m), 6.26 (IH, s), 5.48(1H, 
s), 4.22(2H, q, J = 6.3Hz), 3.66 (2H, s), 1.29 (3H, q, J = 6.3 Hz). 

Example 8: Syndesis of ethyl 2-(4-bromophenyl)acrylate 




The title compound was prepared following the known procedure 
(Helvetica Chimica Acta 1986, 69 2048). 
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•H-NMR (500 MHz, CDCI3) 8 7.46 (2H, d), 7.29 (2H, d), 6.37 (IH. s), 
5.90 (IH, s), 4.29 (2H, q), 1.33 (3H, t) 

Following compounds were similarly prepared. 
. bthyl 2-(l-naphthyl;acrylate 




'H-NMR (500 MHz, CDCI3) d 7.86 (2H, t, J = 7.3 Hz), 7.44 (IH, d, J 
= 8.8 Hz), 7.48-7.43 (3H, m), 7.37 (IH, d, J = 6.8 Hz), 6.70 (IH, d, J = 
2.0 Hz), 5.89 (IH, d, J = 2.0 Hz), 4.22 (2H, q, J = 7.3 Hz), 1.21 (3H, t, 
J = 7.3 Hz), 




. Ethyl 2-(2-naphthyl)acrylate 

'H-NMR (500 MHz, CDCb) 8 7.95 (IH, s), 7.90-7.86 (3H, m), 7.59-7.52 
(3H, m), 6.47 (IH, d, J = l.OHz), 6.06 (IH, d, J = 1.0 Hz), 4.38 (2H, q, 
J = 6.8 Hz), 1.40 (3H, t, J = 6.8Hz). 

(C) General procedure for isoxazoline synthesis (Examples 9 and 10) 



Example 9: Synthesis of 3-((lS)-l-phenyhnethyloxycarbonylamino-2-metiiyl- 
propyl)-5-phenoxymethyl-4,5-dihydro-isoxazole-5-carboxylic acid ethyl ester 
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OPh 



Cbz— N 



H 



COzEt 



~K solution of (2S)-2-phenylmethyloxycarbonylamino- 1 -chloro-3 -methyl- 
butane-l-one oxime (640 mg, 2.25mmol) and ethyl 2-phenoxymethylacrylate 
(464mg) in diy ether(10 mL) under N2 at -78°C was treated with 
triethylamine (627 uL,.2.0 eq). The reaction was stirred overnight, allowing 
to warm up to room temperature slowly. Water(100 mL) was added, and 
the reaction was extracted wifli ethyl acetate (100 mL x 2), washed with 
water(lOOmL), dried (anh. Na2S04), filterd and concentrated. Flash 
chromatography (15% ethyl acetate-hexanes) gave 851mg(83%) of the title 
compounds as 1:1 mixture of diastereomers. 



'H-NMR (500 IvIHz, CDCI3) d 7.34(7H, m), 6.98 (IH, t, 3 7.3Hz), 
6.89 (2H, d, J = 7.7Hz), 5.61 (IH, d, J = 9.3 Hz), 5.15-5.08 (2H, m), 
4.50 (IH, br s), 4.33-4.22 (4H, m), 3.60-3.54(lH, m), 3.32-3.27(lH, m), 
2.10 (IH, m), 1.29 (3H, m), 1.02-0.94 (6H, m). 



The following compounds were prepared similarly: 

. Ethyl 3 -[( 1 S)- 1 -phenylmethyloxycarbonylaniino-2-methyl-propyl]-5 -phenyl- 
methyl-4,5-dihydro-isoxazole-5-carboxylate (diastereomeric) 



IH-NMR (500 MHz, CDCI3) $ 7.45-7.15 (m, lOH), 5.07 (m, 2.5H), 4.90 
(d, 0.5HX 4.30-4.18 (m, 3H), 3.36-2.88 (m, 4H), 1.95-1.80 (m, IH), 1.27 
(m, 3H), 0.86-0.55 (m. 6H). 



• 3-[(lS)-l-t-butoxycarbonylamino-2-methyl-propyl]-5-(2-naphthyl)-4,5-di- 
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hydro-isoxazole-5-carboxylic acid ethyl ester 




^H-NMR (500 MHz, CDCI3) d 7.97(1H, s), 7.86-7.82 (3H, m), 7.52-7.48 
(3H, m), 4.93 (IH, br), 4.37 (IH, m), 4.25 -4.18 (2H, m), 4.10-4.05 (IH, 
two doublets, J=17.1, 17.6 Hz), 3.28-3.22 (IH, two doublets, J = 17.1, 
17.1 Hz), 2.05 (IH, m), 1.43 ((H, s), 1.24-1.20 (3H, m), 0.98-0.91 (6H, 
m). 



. 3-[( 1 S)- 1 -t-butoxycarbonylamino-2-methyl-propyl]-5-phenyhnethyl-4,5-dihyd 
ro- i-soxazole-5-carboxylic acid ethyl ester (-1:1 diastereomers) 




^H-NMR (500 MHz, CDCI3) d 7.25 (5H, m), 4.82 and 4.60 (IH, two m), 
4.25-4.15 (3H, m), 3.38-3.29 (2H, m), 3.10 (IH, m), ,i.90 (IH, m), 1.43 
and 1.42 (9H, two s), 1.27 (3H, m), 0.90-0.80 (6H, m). 

. 5-acetoxymethyl-3-[(l S)- l-t-butoxy-carbonylainino-2-methyl-propyl]-4,5-di- 
hydro-isoxazole-5-carboxylic acid ethyl ester 




^H-NMR (500 MHz, CDCI3) 8 4.93 (IH, br), 4.44-4.26 (5H, m), 3.50 
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(IH, m), 3.10 (IH, m), 2.08 (4H, s + br IH), = 1.46 (9H, s), 1.32-1.30 
(3H, m), 1.02-0.96 (6H, m). 

Example 10: Synthesis of 3-[(lS)-l- (9-fluorenylmethyloxycarbonylamino)- 

3-^-bmuxyuaiboiiyl-piopy l]-5-meaiyl-4,3-Jiliydiu-isuxai.ule-J-LaibuxyUc acid- 
methyl ester 

H N O 

s 

COzBuCt) 

A solution of 4-(9-fluorenyhnethoxycarbonyl)amino-(4S)-5-chloro-5-hydroxy- 
imino-pentanoic acid t-butyl ester (3.44g, 7.50 mmol) and methyl 
methacrylate (2.40mL, 3.0 eq) in dry etiier under N2 at -78 °C was 
treated with EtN(i-Pr)2 (1.96mL, 1.5eq). Similar treatment as described 
previously followed by flash chromatography with 25-30% ethyl 
acetate/hexanes gave 3.46g (89% overaU) of the title compound as 
diastereomeric mixture. 

'H-NMR (500 MHz, CDCI3) § 111 (2H, d, J=7.3Hz), 7.59 (2H, d, J 
=7.3Hz), 7.40 (2H, t, J = 7.3Hz), 7.31 (2H, t, J =7.3 Hz). 5.34 (IH. m), 
4.58-4.38 (3H, m), 4.21 (IH, m), 3.78 (3H, s). 3.48 (IH. m). 2.90-2.81 
(IH. m), 2.42-2.27 (2H. m). 2.18 (IH, m), 1.93 (IH. m), 1.63 (3H, s). 
1.45 (9H, s) 



(D) Transformations of isoxazolines (Deprotection, Introduction of P4 
group. Hydrolysis of ester group) (Examples 11 and 12) 



Example 11: Synthesis of 3-{2-methyl- (lS)-l-(naphfhalene-2-carbonyl- 
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amino)-propyl}-5-phenoxymethyl-4,5-dihydro-isoxazole-5-carboxylic acid 
ethyl ester 




A solution of 3-{(lS)-l-(t-butoxycarbonylamino)-2-methyl-propyl}-5- 
phenoxy-inethyl-4,5-dihydro-isoxazole-5-carboxylic acid ethyl ester (2.00g, 
4.76 mmol) in dry CH2CI2 (10 mL) at 0°C under N2 was treated with 
TFA (6 mL) and stirred for 1.5h. After removal of volatiles, the residue 
was taken up with ethyl acetate (200 mL), washed with sat'd NaHCOs 
(100 mL X 2), dried (anh Na2S04), filtered and concentrated. To a solution 
of the crude product, EDC (1.09g, 1.2 eq), 2-naphthoic acid (983 mg, 1.2 
eq) and HOBt (771 mg, L2 eq) in DMF (20 mL) at 0°C was added 
triethylamine (663 uL, 1.0 eq). The reaction was stirred overnight at room 
temperature. After removal of volatiles in vacuo, the residue was taken up 
with ethyl acetate (250 mL), washed with water(100 mL), sat'd NaHCOs 
(100 mL X 2), dried (anh Na2S04), filtered and concentrated. Flash 
chromatography with 25-33% ethyl acetate/^exanes gafe 2.04g (90%) of 
the title compound. 

*H-NMR (500 MHz, CDCI3) 5 8.30 (lH,s), 7.93-7.84 (4H, m), 7.58-7.52 
(2H, m), 7.29-7.22 (2H, m), 7.00-6.81 (4H, m), 5.06-5.01 (IH, m), 
4.36-4.24 (4H, m), 3.68-3.61 (IH, m), 3.43-3.39 (IH, m), 2.28 (IH, m), 
1.31-1.26 (3H, m), 1.12-1.05 (6H, m). 



Hydrolysis of isoxazoline 5-carboxylic acid ester: The above compound 
(2.04g) in distilled THF (40 mL) (not completely soluble) was treated with 
lN-NaOH(5.2 mL, 1.2 eq). After 4h (-50% completion), additional 



.PCI/I(R9 9 / 0056 1 




-48- 



IN-NaOH (1.0 mL) was added. After overnight stining, the reaction was 
neutralized with concentrated IN-HCl. The residue was taken up with 
CH2CI2 (>700 mL), washed with water, dried (anh Na2S04), filtered and 
concentrated to give 1.948g (103%) of the free carbojq^lic acid, which was 
us e d diiec t ly in nex t step. ~ 

The following compounds were prepared similarly: 

. 3 - { 2-methyl-( 1 S)- 1 -(naphthalene- 1 -carbonylamino)-propyl}-5-phenoxymethyl 
-4,5-dihydro-isoxa2Gle-5-carboxylic acid etliyl ester 



'H-NMR (500 MHz, CDCia) d 8.23 (IH, d, J - 8.3 Hz), 7.93-7.86= (2H, 

m), 7.66 (IH, m), 7.54-7.42 (3H, m), 7.29-7.25 (2H, m), 7.00-6.90 (3H, 

m), 6.49 (IH, m), 5.13-5.09 (IH, m), 4.40-4.26 (4H, m), 3.69-3.64 (IH, 
m), 3.44-3.41 (IH, m), 2.28 (IH, m), 1.32-1.01 (9H, m). 



• 3-{2-methyl-(lS)-l-(naphthalene-2-carbonylamino)-propyl}-4,5-dihydro-isoxa 
zole-5-carboxylic acid ethyl ester 




OPh 




'H-NMR (500 MHz, CDCI3) S 8.30 (IH, s), 7.94-7.83 (4H, m), 7.59-7.53 
(2H, m), 6.80-6.70 (NH, two d), 5.07-5.03 (2H, m), 4.28-4.21 (2H, m), 
3.37-3.33 (2H, m), 2.28 (IH, m), 1.34-1.25 (3H, m), 1.12-1.02 (6H, m). 
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. 3 -[( 1 S)- 1 -( 1 -naphtlialenecarbonylammo)-2-methyl-propyl]-5-phenylmethyl-4, 
5- diliydro-isoxazole-5-carboxylic acid ethyl ester (diastereomeric) 

^H-NMR (500 MHz, C DCh) § 8.28 (d, J - 7.8 IIz, III), 7.9 1 7.86 (m,- 
2H), 7.61-7.11 (m, 9H), 6.36 (d, J = 9.3 Hz, 0.5H), 6.09 9d, J = 9.3 Hz, 
0.5H), 4.94-4.85 (m, IH), 4.27-4.21 (m, 2H), 3.49-2.98 (m, 4H), 2.15 & 
1.97 (two m, IH), 1.30-1.26 (m, 3H), 1.03-0.59 (m, 6H). 

. Ethyl 3-[(lS)-l-phenethylcarbonylammo-2-methyl-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carboxylate (diastereomeric) 

^H-NMR (500 MHz, CDCI3) d 7.28-7.17 (m, lOH), 5.74 & 5.50 (two d, 
J = 9.3 Hz, NH), 4.58-4.52 (m, IH), 4.24-4.20 (m, 2H), 3.34-3.25 (m, 
2H), 3.11-2.82 (m, 4H), 2.52-2.45 (m, 2H), 1.93 &1.75 (two m, IH), 
1.29-1.25 (m, 3H), 0.79-0.41 (m, 6H). 

. 3-[( IS)- 1-( l-naphthalenesulfonylammo)-2-methyl-propyl]-5-phenylmethyl-4,5 
-dihydro-isoxazole-5-carboxylic acid ethyl ester (diastereomeric) 

'H-NMR (500 MHz, CDCI3) d 8.68-8.64 (m, IH), 8.29-8.25 (m, IH), 
8.07 (m, IH), 7.93 (m, IH), 7.71-7.52 (m, 3H), 7.23-6.98 (m, 5H), 5.27 
& 5.19 (two m, IH), 4.12-4.07 (m, 2H), 3.75 & 3.66 (two m, IH), 
3.16-2.43 (m, 4H), 1.77-1.62 (m, IH), 1.25-1.16 (m, 3H), 0.86-0.57 (m, 
6H). 

• 3-[(lS)-l-(iiidole-3-yl-ethylcarbonylamino)-2-methyl-propyl]-5-phenylinethyl- 
4,5 -dihydro-isoxazole-5-carboxyIic acid ethyl ester (diastereomeric) 
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'H-NMR (500 MHz, CDCb) d 8.16-8.12 (m, IH); 7.62-7.56 (m, IH), 
7.36-6.94 (m, 9H), 5.71 (d, J = 9.3 Hz, 0.5H), 5.42 (d, J = 8.8 Hz, 
0.5H), 4.56-4.50 (m, IH), 4.25-4.17 (m, 2H), 3.30-2.51 (m, 8H), 1.89-1.70 
(m, IH), 1.28-1.24 (m, 3H), 0.73-0.41 (m, 6H). 



. 3-[( 1 S)- 1 -(indole-3-yl-methylcarbonylammo)-2-methyl-propyl]-5-phenylmeth 
yl-4,5 -dihydro-isoxazole-5-carboxylic acid ethyl ester (diastereomeric) 

'H-NMR (500 MHz, CDCb) §■ 8.56 & 8.52 (two br s, IH), 7.55-7.05 
(m, lOH), 5.98-5.91 (m, IH), 4.57 (m, IH), 4.22-4.15 (m, 2H), 3.73 (m, 
2H), 3.28-2.79 (m, 4H), 1.87-1.68 (m, IH), 1.27-1.20 (m, 3H), 0.75-0.34 
(m, 6H). 

. 3-[(lS)-l-(ciimamoylammo)-2-methyl-propyl]-5-phenylmethyl-4,5-dihydro-is 
oxazole-5-carboxylic acid etiiyl ester (diastereomeric) 

^H-NMR (500 MHz, CDCb) d 7.61-7.23 (m, IIH), 6.40-6.34 (m, IH), 
6.06 (d, J = 8.8 Hz, 0.5H), 5.81 (d, J = 9.3 Hz, 0.5H), 4.76-4.69 (m, 
IH), 4.26-4.19 (m, 2H), 3.42-2.94 (m, 4H), 2.06 &;i.88 (two m, IH), 
1.28-1.24 (m, 3H), 0.93-0.57 (m, 6H). 

. 3-[( 1 S)- 1 -(phenybnethylsufonylainiiio)-2-metiiyl-propyl]-5-phenylmethyl-4,5- 
dihydro-isoxazoIe-5-carboxylic acid ethyl ester (diastereomeric) 

'H-NMR (500 MHz, CDCb) § 7.35-7.16 (m, lOH), 4.66-4.61 (m, IH), 
4.25 (m, 2H), 4.11-3.84 (m, 3H), 3.71-2.82 (m, 4H), 1.80 & 1.70 (two m, 
IH), 1.28 (m, 3H), 0.85-0.58 (m, 6H). 



. 3-[2-methyl-(lS)-l-amino-propyl]-5-(2-naphthyl)-4,5-dihydro-isoxazole-5-car 
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boxy lie acid ethyl ester (~ 1.3:1 diastereomers) 




^H-NMR (500 MHz, CDCI3) d 7.99 (IH, s), 7.86-7.82 (3H, m), 7.53-7.49 
(3H, m), 4.25-4.02 (3H, m), 3.55-3.48 (IH, two d, J = 7.3, 6.8Hz), 3.35 
(0.45H, d, J=17,l Hz), 3.19 (0.55H, d, J = 17.1Hz), 1.78 (IH, m), 1.22 
(3H, t, J = 7.3 liz), 0.96-0.82 (6H, m) 

Example 12: Synthesis of 3-{(lS)-l- (2-naphthoylamino)-3-t-butoxycarbonyl- 
propyl}-5-methyl-4,5-dihydro-isoxazole-5-carboxylic acid methyl ester 

H N O 

° s 

C02Bu(t) 

A solution of 3-[(lS)-l-(9-fluorenylmethyloxycarbonylamino)-3-t-butoxy- 
carbonyl-propyl]-5-methyl-4,5-dihydro-isoxazole-5-carboxylic acid methyl 
ester (440mg, 0.842 mmol) in DMF (8.0 mL) at room temperature was 
treated with piperidine (2.5 mL) for 5 min. After concentration, the residue 
was dissolved in DMF (10 mL), and treated with 2-naphthoic acid (174 
mg, 1.2 eq), EDC (210 mg, 1.3 eq), HOBt (148 mg, 1.3 eq) and 
triethylamine (0.35 mL, 3.0 eq), then stirred overnight (0°C toroom 
temperature). Usual workup followed by chromatography gave 133 mg of 
the title compound and 260 mg (~50% purity) mixture. 




'H-NMR (500 MHz, CDCI3) d 8-33 (IH, s), 7.92-7.83 (4H, m), 7.58-7.48 
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(2H, m), 7.34 (IH, d, J=7.8Hz), 5.04 (IH, m), 3.78 md 3.74 (3H, two s), 
3.62-3.53 (IH, two d, J=17.1, 17.6Hz), 3.00-2.96 (IH, two d, J =17.1, 
17.6 Hz), 2.56-2.08 (4H, m), 1.63 and 1,59 (3H, two s), 1.41 and 1.40 
(9H, two s) 



(E) Synthesis of aspartic acid derivatives (Examples 13 to 18) 

Example 13: Synthesis of N-phenylmethyloxycarbonyl- -t-butyl aspartic 
acid (N-methoxy) methyl amide 

H O 

Jl^ .CH3 

Cbz^ 

i ^OCHa 
^COztBu 

A solution of N-ben2yloxycarbonyl- ^ -t-butyl aspartic acid (2.0g, 6.2 
mmol), N,0-dimethylhydroxylamine hydrochloride (724 mg, 1.2 eq) and 
HOBt (l.OOg, 1.2 eq) in DMF (20 mL) at 0°C was treated with EDC 
(1.42g, 1.2 eq) and triethylamine (1.29 mL, 1.5 eq). After overnight 
stirring (0°C toroom temperature), the reaction was diluted with 
water(lOOmL), extracted with ethyl acetate-hexanes (1/1, 100 mL x 2), 
washed with water(100 mL), dried (anh . Na2S04), filtered and concentrated. 
Flash chromatography with ethyl acetate-hexanes (3:7) gave 2.039g (90%) 
of the title compound. 

'H-NMR (500 MHz, CDCI3) S 7.36-7.31 (5H, m), 5.70 (IH, br), 
5.16-5.08 (3H, m). 3.80 (3H, s), 3.23 (3H, s), 2.74-2.71(lH, m), 2.59 
-2.57 (IH, m), 1.43 (9H, s). 



Example 14: Synthesis of ^-t-butyl aspartic acid N,0-dimethylhydroxyl- 
amine amide 
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o 

1 ^ ^OCHa 



Conventional hydrogenolysis of N-phenylmethyloxycarbonyl- ^ -t-butyl 
aspartic acid (N-metiioxy)methyl amide (H2 balloon, 10% Pd/C, EtOH) 
gave the title compound (100%). 

^H-NMR (500 MHz, CDCI3) § 4.13 (IH, m), 3.77 (3H, s), 3.22 (3H, s), 
2.71-2.67 (IH, m), 2.42-2.38 (IH, m), 1.46 (9H, s) 

Example 15: Synthesis of N-phenylmethyloxycarbonyl- ^ -t-butyl aspartic 
acid methyl ester 

H 

Cbz £^ 

"^COztBu 

Treatment of N-benzyloxycarbonyl- ^ -t-butyl aspartic acid with 
diazomethane/ ether gave the desired methyl ester (100%). 

*H-NMR (500 MHz, CDCI3) d 7.35-7.27 (5H, m), 5.75 (IH, d), 5.13 
(2H, s), 4.60 (IH, m), 3.75 (3H, m), 2.90 (IH, m), 2.76 (IH, m), 1.42 
(9H, s). 

Example 16: Synthesis of ^-t-butyl aspartic acid methyl ester 
hydrochloride 



Conventional hydrogenolysis of N-phenylmethyloxycarbonyl- ^ -t-butyl 
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aspartic acid methyl ester (H2 balloon, 10% Pd/C, EtOH-HCl) gave the 
desired product as hydrochloride salt. 

Example 17: Synthesis of (3S)-3-phenylmethyioxycarbonylamino-4- 
hydroxy-5-phenoxy-pentanoic acid t-buiyl esiei ■ 



H OH 



"002160 




A solution of N-phenylmethyloxycarbonyl- ^ -t-butyl-aspartic acid (5.03g, 
15.6 mmol), NMM (1.90 mL, 17.1 mmol) in dry THF (60 mL) under N2 
at -15°C was treated with isobutyl chloroformate (2.12 mL, 16.3 mmol) 
and the resulting suspension was stirred for 20 min. To tiie mixture at O^C 
was added dry diazomethane/ether (synthesized from 2.0 eq of 
l-methyl-3-nitro-l- iiitioso-guanidine, 60 mL) and stirred for 30 min. 
When the diazo ketone synthesis was completed (TLC analysis), 30% 
HBr/AcOH (6.42 mL, 2.0 eq) was introduced thereto (stirred for 30-60 
min.) at 0°C. The reaction was extracted with ethyl acetate, washed with 
sat'd NaHCOa (x 2), brine, dried (anh. Na2S04), filtered and concentrated 
to give bromomethyl ketone derivative (6.4g). 



The bromomethyl ketone(4.36g) and phenol (1.13g, 1.1 eq) in DMF (18 
mL) at room temperature was treated with freshly dried KF (L58g, 2.5 
eq) and stirred for 2 h. Usual extractive workup gave crude phenoxy 
ketone. The crude phenoxy ketone in methanol (20 mL) at -78 °C was 
treated with NaBH4 (412 mg) in MeOH (40 mL) (78 °C toroom 
temperature, 2h). The reaction was quenched with acetic acid. Usual 
extractive workup followed by flash chromatography (etiiyl acetate-hexanes 
= 1:5) gave 2.58g (57%) of the title compound as diastereomeric mixture. 
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^H-NMR (500 MHz, CDCI3) § 7.36-7.26 (7H, m), 6.98-6.87 (3H, m), 
5.71-5.53 (NH, two d), 5.10 (2H, s), 4.24-3.92 (4H, m), 2.70-2.63 (2H, 
m), 1.44 and 1.43 (9H, two s). 

Following compound was prepared similarly: 

. (3 S)-3 -phenylmethyloxycarbonylamino-4-hydroxy-5-( 1 -naphthyl)oxy-pentano 
ic acid t-butyl ester 



^H-NMR (500 MHz, CDCI3) d 8.21 (IH, m), 7.80 (IH, m), 7.50-7.33 
(9H, m), 6.80 (IH, m), 5.73 and 5.55 (IH, two d, J = 8.3 Hz), 5.10 (2H; 
s), 4.30-4.15 (4H, m), 2.76-2.69 (2H, m), 1.44 (9H, s). 

Example 18: Synthesis of (3S)-3-amino-4-hydroxy-5-phenoxy-pentanoic acid 
t-butyl ester / 



Conventional hydrogenolysis of (3S)-3-phenyhnethyloxycarbonylamino- 
4-hydroxy-5-phenoxy-pentanoic acid t-butyl ester (H2 balloon, Pd/C, EtOH) 
gave the desired product (100%). 



'H-NMR (500 MHz, CDCI3) d 7.29-7.26 (2H, m), 6.97-6.90 (3H, m). 




OH 
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4.08-3.82 (3H, m), 3.43 (IH, m), 2.63-2.37 (2H+NH2+OH, m), 1.46 and 
1.45 (9H, two s). 

The following compound was prepared similarly: 



. (3S)-3-amino-4-hydroxy-5-(l-naphthyl)oxy-pentanoic acid t-butyl ester 




'H-NMR (500 MHz, CDCI3) S 8-22 (IH, m), 7.80 (IH, m), 7.50-7.34 
(4H, m), 6.84 (IH, m), 4.26-4.20 (2H, m), 4.03-3.94 (IH, m), 3.51 (IH, 
m), 2.70-2.40 (2H, m), 1.47 and 1.46 (9H, two s). 

(F) Coupling of isoxazoline derivatives and aspartic acid derivatives and ^ 
further transformations thereof (Examples 19 to 24). 

Example 19: Synthesis of (2S)-2-{3-[(lS)-l-phenyhnethyloxycarbonyl- 

amino-2-methyl-propyl]-5-phenoxymetfayl-4,5-dihydro-isoxazole-5-carbonyl-ami 
no}-succinic acid 4-t-butyl ester l-(N-methyl-N-methoxy) amide 




6 L 0CH3 

XOjBuCt) 



A solution of 3-[(lS)-l-phenyhnetliyloxycarbonylamino-2-methyl-propyl]-5- 
phenoxymethyl-4,5-dihydro-isoxazole-5-carboxyUc acid ethyl ester (502mg, 
1.10 mmol) in THF (6.6 mL) was treated with IN-NaOH (1.33mL). After 
stirring for 2.5h at rodm temperature, the reaction was quenched with 
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IN-HCl (1.33 itnL), then concentrated in vacuo. The residue together with 
sat'd NaCl(50 mL+ 2-3 mL o] IN-HCl) was extracted with ethyl acetate 
(100 mL X 2), dried (anh Na2S04), filtered and concentrated to give 
476mg (101 %) of 3-[(lS)-l-phenylmethyl-oxycarbonylamino-2-methyl- 

pfnpy1]-<;-p>ipnnYymP!thyl-4. S-HiViyHrn-kr>Ya7r>1ft-S-p.arhnvylip. ar.id 

The crude acid (320 mg, 0.75 mmol) and ^-t-butyl aspartic acid 
N-methyl- (N-methoxy) amide (209 mg, 1.2 eq) in DMF (5mL) at 0°C 
was treated with HOBt (122mg, 1.2 eq), EDC (172mg, 1.2 eq) and 
triethylamine (0.31 mL, 3.0 eq) and stirred for 3h (0°C to room 
temperature). Concentration, conventional workup followed by flash 
chromatography gave less polar isomer (160mg) and more polar isomer 
(213mg, 33%). 

More polar isomer: ^H-NMR (500 MHz, CDCI3) d 7.64 (IH, d), 

7.35-7.24 (7H, m), 6.95 (IH, t, J = 7.3 Hz), 6.88 (2H, d, J = 7.8 Hz), 
5.55 (IH, d), 5.18-5.08 (3H, m), 4.44 (IH, m), 4.32-4.25 (2H, m), 3.75 
(3H, s), 3.32-3.25 (2H, m), 3.12 (3H, s), 2.77-2.7 1(1H, m), 2.62-2.56 (IH, 
m), 2.12 (IH, m), 1.44 (9H, s), 1.03-0.91 (6H, m). 

Less polar isomer: 'H-NMR (500 MHz, CDCI3) § 7.65 (IH, d, J = 8.3 
Hz), 7.36-7.23 (7H, m), 6.95 (IH, t, J = 7.3 Hz), 6.88 (2H, d, J = 8.3 
Hz), 5.19-5.11 (4H, m), 4.46 (IH, m), 4.33-4.22 (2H, ABq, J =10.3 Hz), 
3.75 (3H, s), 3.33 (2H, s), 3.23 (3H, s), 2.73 (IH, m), 2.57 (IH, m), 2.07 
(IH, m), 1.43 (9H, s), 1.03-0.92 (6H, m). 

Example 20: Synthesis of (3S)-3-{3-[(lS)-l-phenyhnethyloxycarbonyl- 
amino-2-methyl-propyl]-5-phenoxymethyl-4,5-dihydro-isoxazole-5-carbonyl-ami 
no}-4-keto-pentanoic acid t-butyl ester 





- 58 - 



Cbz— N 




COzBuCO 



O 



The title compound was obtained from treatment of excess MeMgBr (3.0M 
in ether, > 3.0 eq) to a solution of less polar isomer of (2S)-2-{3-[(lS)-l- 
phenyknethyloxycarbonylamino-2-methyl-propyl]-5-phenoxymethyl-4,5-dihydro 



THF (2 mL) at 0°C - room temperature (44mg, 43%). 

From less polar isomer: *H-NMR (500 MHz, CDCI3) $ 8.00 (IH, d, J = 
9.3 Hz), 7.36-7.24 (7H, m), 6.96 (IH, t, J = 7.2 Hz), 6.87 (2H, d, J = 
8.3 Hz), 5.26 (IH, d, J = 8.8 Hz), 5.12-5.09 (2H, m), 4.66 (IH, m), 4.43 
(IH, d, J= 9.8 Hz), 4.21 (IH, d, J = 9.8 HzO, 3.37-3.19 (2H, ABq. J = ' 
18.0 Hz), 2.88 (IH, m), 2.58 (IH, m), 2.25 (3H, s), 2.03 (IH, m), 1.42 
(9H, s), 0.99-0.89 (6H, m). 

Similar treatment of more polar isomer of (2S)-2-{3-[(is)-l-phenyhnethyl- 
oxy-carbonylamino-2-methyl-propyl]-5-phenoxymethyl-4,5-dihydro-isoxazole-5- 
carbonyl-amino}-succimc acid 4-t-butyl ester l-(N-methyl-N-methoxy) amide 
(135 mg) gave 52mg (41%) of the corresponding methyl ketone. 




Example 21: Synthesis of (2S)-2-{3-[2-methyl-(lS)-l-(naphthalene-2- 
carbonyl-amino)-propyl]-5-phenyknethyl-4,5-dihydro-isoxazole-5-carbonyl-amin 
o}-succinic acid 4-t-butyl ester 1 -methyl ester 
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A solution of 3-[2-methyl-(lS)-l-(naphthalene-z-carDonylaiuillo)-piupyl]-5» 
phenyl- methyl-4,5-dihydro-isoxazole-5-carboxylic acid (2.14g, 5.07 mmol), 
aspartic acid ^-t-butyl ester methyl ester hydrochloride (1.46g, 1.2 eq), 
EDC (1.17g, 1.2 eq) and HOBt (822 mg, 1.2 eq) in DMF (19 mL) was 
treated with triethylamine (2.12 mL, 3.0 eq), and stirred overnight. 
Conventional workup followed by flash chromatography (40-50% ethyl 
acetate-hexanes) gave the title compound (2.94g, 94%)as a white foam. 

'H-NMR (500 MHz, CDCI3) 8 8-30 and 8.25 (IH, two s), 7.96-7.79 (4H, 
m), 7.65-7.54 (3H, m), 7.31-7.18 (5H, m), 6.76 (0.5H, d, J = 9.3 Hz), 
6.43 (0.5H, d, J = 8.8 Hz), 4.96-4.70 (2H, m), 3.71 and 3.60 (3H, r^'o s), 
3.45.3.14 (4H, m), 3.08-2.34 (2H, m), 2.15 (IH, m), 1.47 and 1.44 (9H, 
two s), 1.04-0.88 (6H, m). 

The above compoimd was hydrolyzed following previously described 
method (IN-NaOH in THF) to obtain coresponding carboxylic acid (100%). 

The following esters and free carboxylic acids were prepared similarly. 

. (2S)-2-{3-[2-methyl-(lS)-l-(naphthalene-2-carbonylamino)-propyl]-5-phen- 
oxy-methyl-4,5-dihydro-isoxazole-5-carbonyl-amino}-succinic acid 4-t-butyl 
ester 1 -methyl ester 




^ ^ C02Bu(t) 



'H-NMR (500 MHz, CDCI3) 8 8.33 and 8.30 (IH, two s), 1.95-l.lA (5H, 
m), 7.59-7.53 (2H, m), 12%-121 (2H, m), 6.99-6.89 (3.5H, m), 6.71 
(0.5H, d, J - 8.8 Hz), 5.08-5.01 (IH, m), 4.83-4.79 (IH, m), 4.39-4.29 
(2H, m), 3.76 and 3.64 (3H, two s), 3.44 (2H, s), 2.97-2.93 (IH, m), 
2.74-2.69 riH m\ 2:^4.9 9^ rm Tn^ 14^ otiH 1 .10 /ou 4,,,^ 
1.15-1.01 (6H, m). 



Hydrolysis of above compound gave free carboxylic acid. 

• (2S)-2- { 3-[( 1 S)- 1 -(phenylmethyloxycarbonyl)-amino-2-methyl-propyl]-4,5-di 
hydro-isoxazole-5-carbonyl-amino} -succinic acid 4-t-butyl ester 1 -methyl 
ester 



H N O O 




'H-NMR (500 MHz, CDCI3) 8 1.59-1 A9 (IH, m), 7.38-7.32 (5H, m), 

5.25-4.95 (4H, m), 4.86 (IH, m), 4.48 (IH, m), 3.76 and 3.67 (3H, two 

s), 3.29 (2H, m), 2.92 (IH, m), 2.71-2.62 (IH, m), 2.04 (IH, m), 1.48 
(9H, s), 1.01-0.85 (6H, m) 



• (2S)-2-{3-[(lS)-l-phenethylcarbonylamino-2-methyl-propyl]-5-phenylmethyl- 
4,5-dihydro-isoxazole-5-carbonylamino}-succimc acid 4-t-bu1yl ester- 1-methyl 
ester (diastereomeric) 
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'H-NMR (500 MHz, CDCI3) d 7.56 (d, J = 8.3 Hz, 0.5H), 7.47 (d, J = 
9.3 Hz, 0.5 H), 7.28-7.18 (m, lOH), 5.83 & 5.44 (two d, J = 8.8 Hz, 
IH), 4.70-4.52 (m, 2H), 3.68 & 3.65 (two s, 3H), 3.33-2.28 (m, lOH), 
1 RQ (m, IH), 1.43 & 1.42 (two s, 9H), 0.79-0.63 (m, 6H). 

. (2S)-2-{3-[(lS)-l-(l -naphthalenecarbonylamino)-2-methy I-propyl]-5 -phenylm 
ethyl-4,5-dihydro-isoxazole-5-carbonylaiiimo}-succmic acid 4-t-butyl ester- 
1 -methyl ester (diastereomeric) 

'H-NMR (500 MHz, CDCI3) d 8.27 (m, IH), 7.92-7.85 (m, 2H), 
7.61-7.15 (m, lOH), 6.45 & 6.05 (two d, NH), 4.99-4.85 (m, IH), 4.70 
(m, IH), 3.69 & 3.52 (two s, 3H), 3.50-2.32 (m, 6H), 2.12 (m, IH), 1.40 
& 1.39 (two s, 9H), 1.05-0.80 (m, 6H). 

. (2S)-2-{3-[(lS)- 1-( l-naphthalenesulfonylamino-2-methyl-propyl]-5-phenyhnet 
hyl-4,5-dihydro-isoxazole-5-carbonylainino} -succinic acid 4-t-butyl ester-1- 
methyl ester (diastereomeric) 

*H-NMR (500 MHz, CDCI3) 8 8.69-8.62 (m, IH), ^8.33-7.94 (m, 3H), 
7.70-7.47 (m, 3H), 7.20-7.05 (m, 5H), 5.32 & 5.15 (two m, IH), 4.68 & 
4.54 (two m, IH), 3.85 & 3.59 (two m, IH), 3.82 & 3.62 (two s, 3H), 
3.23-1.75 (m, 7H), 1.40 & 1.34 (two s, 9H), 0.85-0.48 (m, 6H). 

• (2S)-2-{3-[(lS)-l-phenylmethyloxycarbonylamino-2-methyl-propyl]-5-pheiiyl 
methyl-4,5-diliydro-isoxazoie-5-carbonylamino}-succiiiic acid 4-t-butyl ester- 
1 -methyl ester (diastereomeric) 



^H-NMR (500 MHz, CDCI3) d 7.53-7.49 (two d, IH), 7.35-7.25 (m. 
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lOH), 5.09-5.07 (m, 2.5 H), 4.88 (d, 0.5 H), 4.69 (m, IH), ^.34 & 4.23 
(two m, IH), 3.68 &3.63 (two s, 3H), 3.36-2.23 (m, 6H), 1.89 & 1.70 
(two m, IH), 1.42 & 1.40 (two s, 9H), 0.88-0.73 (m, 6H). 

— . (?.S)> . ?.n{ . '^-[(1 -(infin1p-'^- y]-pthy1r . flrhnny1aminn ) -? -Tri et hyl-pmpyl]-S-p hpny 
lmethyl-4,5-diliydro-isoxazole-5-carbonylammo}-succiiiic acid 4-t-butyl ester- 
1 -methyl ester (diastereomeric) 

'H-NMR (500 MHz, CDCI3) 8 8.54 & 8.38 (two br s, IH), 7.62-6.97 
(m, IH), 5.83 (d, J = 8.8 Hz, 0.5K), 5.20 (d, J = 9.3 Hz, 0.5H), 
4.73-4.69 (m, IH), 4.61 & 4.48 (two m, IH), 3.71 & 3.59 (two s, 3H), 
3.28-2.26 (m, lOH), 1.87-1.75 (m, IH), 1.43 &1.42 (two s, 9H), 0.78-0.50 
(m, 6H). 

. (2S)-2-{3 -[(IS)- 1 -(mdole-3-yl-methylcarboiiylainmo)-2-inethyl-propyI]-5-plie 
nylmethyl-4,5-dihydro-isoxazole-5-carbonylainino}-succiiiic acid 4-t-butyl- 
ester-1 -methyl ester (diastereomeric) 

^H-NMR (500 MHz, CDCI3) d 8.37 & 8.26 (two br s, IH), 7.54-7.12 
(m, IIH), 5.95 (d, J = 8.8 Hz, 0.5H), 5.76 (d, J' = 1.5 Hz, 0.5H), 
4.68-4.51 (m, 2H), 3.78-3.68 (m, 2H), 3.66 & 3.62 (two s, 3H), 3.28-2.21 
(m, 6H), 1.80 (m, IH), 1.41 & 1.37 (two s, 9H), 0.75-0.46 (m, 6H). 

. (2S)-2-{3-[(lS)-l-(cimiamoylamino)-2-methyl-propyl]-5-phenybiiethyl-4,5-di 
hydro-isoxazole-5-carbonyIamino} -succinic acid 4-t-butyl ester- 1-methyl ester 
(diastereomeric) 



'H-NMR (500 MHz, CDCI3) § 7.63-7.25 (m, 12H), 6.43-6.32 (two d, J 
= 15.6 Hz, IH), 6.09 & 5.68 (two d, J = 9.3 Hz, IH), 4.78-4.70 (m, IH), 
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3.69 & 3.68 (two s, 3H), 3.35-2.31 (m, 6H), 2.03 (m, IH), L43 & 1.40 
(two s, 9H), 0.92-0.76 (m, 6H). 

. (2S)-2-{3-[(lS)-l-(phenylmethylsulfonylainmo)-2-methyl-propyl]-5-phenylme 
thyl-4,5-d iliyUjo-isuAazole-5-cai ' boi i yIamino}"Succmic — aeid — 4- t - butyl — e ster - 
1 -methyl ester (diastereomeric) 

'H-NMR (500 MHz, CDCI3) 8 7.67 & 7.60 (two d, J = 8.8 Hz, IH), 
7.40-7.17 (m, lOH), 3.71 & 3.55 (two s, 3H), 3.37-2.23 (m, 6H), 1.70 (m, 
IH), 1.42 & 1.47 (two s, 9H), 0.91-0.65 (m, 6H). 

Example 22: Synthesis of .(3S)-3-{3-[2-methyl-(lS)-l-(naphthalene-2- 
carbonyl-ammo)-propyl]-5-phenylmethyl-4,5-dihydro-isoxazole-5-carbonyl-ainin 
o}-4-keto-5-(2,6-dichlorobenzoyloxy)-pentanoic acid-t-butyl ester 

H N — o I o t; ^ 

o -\ o CI 

^ X02Bu(t) 

A solution of (2S)-2-{3-[(lS)-l-(naphthalene-2-carboiiylaniino)-2-methyl- 
propyl]-4,5-dihydro-5-phenylmethyl-isoxazole-5-carbonyl-amino}-succinic acid 
4-t-butyl ester (2.86g, 4.75 mmol) and NMM (0.57 mL, 1.1 eq) in dry 
THF (x mL) imder N2 at 0°C was treated with isobutyl chlroformate (0.65 
mL, 1.05eq), and stirred for 20 min. To the solution at 0°C was added 
diazomethane, and stirred for 30 min. (TLC analysis). Additional 
diazomethane was needed to complete the reaction(lh). After completion of 
the diazoketone formation, 30% HBr/AcOH (4.0 mL, 4.0 eq) was added at 
0 oC and the reaction was stirred for Ih. The reaction was extracted with 
ethyl acetate (x2) and the organic layer was washed with water, sat'd 
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NaHCOs and brine, dried (anh Na2S04), filtered and concentrated to give 
3.36g of yellow solid. Half of the solid (-2.375 mmol) was reacted with 
anhydrous KF (345 mg, 2.5 eq) and 2,6-dichloroben2;oic acid (545 mg, 1.2 
eq) in DMF (10 mL) under N2 at room temperature. Usual workup 
followed — by — flash — chromatography — gave — ^ — title — compound — as- 
diastereomeric mixture (1.53g). Preparative HPLC (38% EtOAc/Hexane) 
gave less polar diastereomer (585 mg) and more polar diastereomer 
(358mg). 



Less polar diastereomer: 'H-NMR (500 MHz, CDCI3) § 8.28 (IH, s), 
7.84-7.80 (4H, m), 7.55-7.46 93H, m), 7.29-7.24 98H, m), 6.87 (IH, d, J 
= 8.8 Hz), 5.05-4.93 (3H, m), 4.73 (IH, m), 3.54 (IH, d, J = 18.1 Hz), 
3.34 (IH, d, J = 13.7 Hz), 3.19 (IH, d, J = 14.2 Hz), 3.11 (IH, d, J = 
17.6 Hz), 2.74-2.70 (IH, m), 2.29-2.24 (2H, m), 1.39 (9H, s), 1.02 (3H, 
d, J = 6.4 Hz), 0.92 (3H, d J = 6.8 Hz). 

More polar diastereomer: ^H-NMR (500 MHz, CDCI3) S 8.28 (IH, s), 
7.97-7.75 (5H, m), 7.62-7.57 (2H, m), 7.37-7.22 (8H, m), 6.56 (IH, d, J = 
8.3 Hz), 4.94 (IH, m), 4.78 (IH, m), 4.51-4.42 (2H, m), 3.51-3.43 (2H, 
m), 3.24-3.15 (2H, m), 2.99-2.95 (IH, m), 2.56-2.52 (IH, m), 2.18 (IH, 
m), 1.45 (9H, s), 1.02 (3H, d, J = 6.8 Hz), 0.97 (3H, d, J = 6.4 Hz). 

The following compounds were prepared similarly. 



. (3S)-3-{3-[2-methyl-(lS)-l-(naphthalene-2-carbonylamino)-propyl]-5-phenox 
ymethyl-4,5-dihydro-isoxazole-5-carbonyl-amino}-4-keto-5-(2,6-dichlorobenzoy 
loxy)-pentanoic acid-t-butyl ester 
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Less polar diastereomer : 'H-NMR (500 MHz, CDCI3) § 8.29 (IH, s), 
7.85-7.81 (5H, m), 7.54-7.46 (2H, m), 7.31-7.23 (5H, m), 6.98-6.87 (4H, 
m), 5.13-5.03 (3H, m), 4.90 (IH, m), 4.39-4.27 (2H, ABq, J = 9.3 Hz), 
3.51 (IH, d, J = 17.6 Hz), 3.41 (IH, d, J = 17.6 Hz), 2.94-2.78 (2H, m), 
2.38 (IH, m), 1.41 99H, s), 1.12-1.08 (6H, two d, J = 6.4 Hz). 



More polar diastereomer : 'H-NMR (500 MHz, CDCI3) § 8.30 (IH, s), 
8.11 (IH, d, J = 8.8 Hz), 7.93-7.83 (4H, m), 7.59-7.53 (2H, m), 7.33-7.22 
(5H, m), 6.97-6.91 (3H, m), 6.77 (IH, d, J = 8.8 Hz), 5.37 (IH, d, J = 
17.1 Hz), 5.16 (IH, d, J = 17.1 Hz), 5.01-4.95 (2H, m), 4.53 (IH, d, J = 
9.8 Hz), 4.25 (IH, d, J = 9.8 Hz), 3.50 (IH, d, J = 7.6 Hz), 3.32 (IH, d, 
J = 7.6 Hz), 3.04-3.00 (IH, dd, J = 17.1, 4.9 Hz), 2.73-7.68 (IH, dd, 
17.1, 5.4 Hz), 2.24 (IH, m), 1.47 (9H, s), 1.10-1.03 (6H, two d, J = 6.4 
Hz). 

. (3 S)-3- {3-[2-methyl-( 1 S)- 1 -(phenylmethyloxycarbonylammo)-propyl]-4,5-di- 
hydro-isoxazole-5-carbonyl-ainino}-4-keto-5-(2,6-dichlorobenzoyloxy)-pentanDi 
c acid-t-butyl ester (diastereomeric mixture) 




'H-NMR (500 MHz, CDCI3) § 7.72-7.60 (IH, m), 7.37-7.30 (8H, m), 
5.40 (0.5H, d), 5.23-4.85 (6.5H, m), 4.40 (IH, m), 3.30 (2H, m), 2.92-2.65 
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(2H, m), 2.10-1.98 (IH, m), 1.44 (9H, s), 1.00-0.87 (6H, m). 
Following compounds were similarly prepared: 

. r3SV3 - (3-("2-methvl-riSVl-rqinnn1iriP-9-3/l-r.arhr.nylanimr>)- p rnpy1]-^-phpnnY 

ymethyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-(2,6-dichlorobenzoyl 
oxy)-pentanoic acid t-butyl ester 

More polar isomer: ^H-NMR (500 MHz, CDCI3) $ 8.59 (d, J = 8.7 Hz, 
IH), 8.31 (d, J = 8.3 Hz, IH), 8.26 (d, J = 8.7 Hz, IH), 8.13 (d, J = 
8.7 Hz, IH), 7.98 (d, J = 8.7 Hz, IH), 7.88 9d, J = 7.8 Hz, IH), 7.78 
(m, IH), 7.63 (m, IH), 7.22-7.15 (m, 4H), 6.96-6.81 (m, 6H), 4.99-4.81 
(m, 4H), 4.40 (d, J = 10.1 Hz, IH), 4.21 (d, J = 10.0 Hz, IH), 3.44 (d, 
J = 17.9 Hz, IH), 3.24 (d, J = 17.9 Hz, IH), 3.03 (dd, J = 17.0, 4.6 Hz, 
IH), 2.76 (dd, J = 17.0, 5.5 Hz, IH), 2.30(m, IH), 1.45 (s, 9H), 1.10 (m, 
6H) 

Less polar isomer: 'H-NMR (500 MHz, CDCI3) § 8.68 (d, J = 8.7 Hz, 
IH), 8.32-8.26 (m, 2H), 8.17 (d, J = 8.7 Hz, IH), 7.91; (m, 2H), 7.80 (m, 
IH), 7.66 (m, IH), 7.28 (m, 4H), 7.02-6.87 (m, 6H), ' 5.01-4.77 (m. 4H), 
4.38-4.30 (m, 2H), 3.50-3.38 (ABq, J = 17.9 Hz, 2H), 3.06-3.02 (m, IH), 
2.84-2.80 (m, IH), 2.34 (m, IH), 1.44 (s, 9H), 1.14 (m, 6H) 

. (3 S)-3 - { 3 -[2-raethyl-( 1 S)- 1 -(quinoline-2-y l-carbonylanmio)-propyl]-5 -phen- 

oxymethy-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-(2,6-dichlorobenzo 
yloxy)-pentanoic acid. 

From more polar isomer: 'H-NMR (500 MHz, DMSO-de) (J 9.01 (d, J = 
9.2 Hz, IH), 8.87 (d, J = 8.3 Hz, IH), 8.55 (d, J = 8.3 Hz, IH), 
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8.18-8.07 (m, 3H), 7.87 (m, IH), 7.73 (m, IH), 7.28-7.14 (m, 4H), 
6.96-6.75 (m, 6H), 5.00-4.75 (m, 4H), 4.42 (d, J = 10.6 Hz, IH), 4.22 (d, 
J = 10.6 Hz, IH), 3.47-3.35 (ABq, J = 17.9 Hz, 2H), 2.82 (dd, J = 17.0, 
6.4 Hz, 2.56 (m, IH), 2.33 (m, IH), 0.98 (m, 6H). 



From less polar isomer: ^H-NMR (500 MHz, DMSO-de) S 9.06 (d, J = 
9.2 Hz, IH), 8.88 (d, J = 7.8 Hz, IH), 8.57 (d, J = 8.7 Hz, IH), 
8.22-8.07 (m, 3H), 7.87 (m, IH), 7.73 (m, IH), 7.17 (m, 4H), 6.91-6.78 
(m, 6H), 4.98-4.90 (ABq, J = 17.9 Hz, 2H), 4.77 (m, 2H), 4.35 (d, J = 
10.6 Hz, IH), 4.20 (d, J = 10.6 Hz, IH), 3.47-3.35 (ABq, J = 18.3 Hz, 
2H), 2.89 (dd, J = 17.0, 6.4 Hz, 2.61 (dd, J =17.0, 6.4, IH), 2.31 (m, 
IH), 0.98 (d, J = 6.9 Hz, 3H), 0.90 (d, J = 6.9 Hz, 3H). 

. (3 S )-3 - { 3 -[2-methyl-( 1 S)- 1 -( 1 -naphthaIenecarbonylammo)-propyl]-5-phenyIm 
ethyl-4,5-dLhydro-isoxazole-5-carbonylamino}-4-keto-5-(2,6-dichlorobenzoyloxy 
)-pentanoic acid t-butyl ester 

More polar isomer: 'H-NMR (500 MHz, CDCI3) § 8.29 (d, J = 8.3 Hz), 
7.94 (d, J = 8.3 Hz), 7.88 (d, J = 7.4 Hz, IH), 7.74 (d, J = 9.7 Hz, IH), 
7.61-7.44 (m, 4H), 7.35-7.18 (m, 8H), 6.23 (d, J = 8.7 Hz, IH), 4.95 (m, 
IH), 4.76 (m, IH), 4.49-4.41 (ABq, J = 17.5 Hz, 2H), 3.49-3.41 (m, 2H), 
3.22-3.12 (m, 2H), 2.92 (dd, J = 17.0, 4.2 Hz, IH), 2.52 (dd, J = 17.0, 
5.1 Hz, IH), 2.13 (m, IH), 1.37 (s, 9H), 1.04 (d, J = 6.9 Hz, 3H), 0.91 
(d, J = 6.9 Hz, 3H). 

Less polar isomer: 'H-NMR (500 MHz, CDCb) S 8.24 (d, J = 8.3 Hz, 
IH), 7.83 (m, 2H), 7.57-7.47 (m, 4H), 7.38-7.22 (m, 9H), 6.64 (d, J = 9.2 
Hz, IH), 5.00-4.87 (m, 3H), 4.72 (m, IH), 3.60 (d, J = 17.9 Hz, IH), 
3.36 (d, J = 14.2 Hz, IH), 3.20 (d, J = 14.2 Hz, IH), 3.12 (d, J = 17.9 
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Hz, IH), 2.69 (dd, J = 17.0, 4.6 Hz, IH), 2.28-2.18 (m, 2H). 1.38 (s, 
9H), 1.06 (d, J = 6.4 Hz, 3H), 0.88 (d, J = 6.9 Hz, 3H). 

. (3S)-3-{3-[2-methyl-(lS)-l-(ciimamoylainiiio)-propyl]-5-phenylniethyl-4,5-di 
hydro isoxazolc 5 carbonvlnminn} . .1 n Vptn.Sn(7/^-Hiphlr>rr.Vif'n'7r>ylr.v^7)-p ^ ntgnnif> 
acid t-butyl ester (more polar isomer) 

'H-NMR (500 MHz, CDCI3) S 7.72 (d, IH), 7.62 (d, J = 15.6 Hz, IH), 
7.50 (m, IH), 7.38-7.21 (m, 12H), 6.39 (d, J = 15.6 Hz, IH), 5.90 (d, J 
= 9.2 Hz, IH), 4.76 (m. 2H), 4.49-4.41 (ABq, J = 17.4 Hz, 2H), 
3.42-3.38 (m, 2H), 3.17 (d, J = 14.2 Hz, IH), 3.09 (d, J = 17.9 Hz, IH), 
2.91 (dd, J = 17.4, 4.6 Hz, IH), 2.52 (dd, J = 17.4, 5.0 Hz, IH), 2.04 
(m, IH), 1.41 (s, 9H), 0.90 (m, 6H). 

Less polar isomer: 'H-NMR (500 MHz, CDCI3) ^ 7.61 (d, IH), 7.52 (d, 
IH), 7.41 (d, IH), 7.28 (m, 12H), 6.64-6.41 (m, 2H), 5.09-4.99 (ABq, J = 
17.4 Hz, 2H), 4.81 (m, IH), 4.69 (m, IH), 3.50 (d, J = 17.9 Hz, IH), 
3.34 (d, J = 14.2 Hz, IH), 3.17 (d, J = 14.2 Hz, IH), 3.04 (d, J = 17.9 
Hz, IH), 2.74 (dd, J = 17.0, 4.2 Hz, IH), 2.22 (m, llH), 1.39 (s, 9H), 
0.97-0.88 (m, 6H). 

. (3S)-3-{3-[2-metJiyl-(lS)-l-(phenylmethylsulfonylamino)-propyl]-5-phenylme 
thyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-(2,6-dichlorobenzoyloxy) 
-pentanoic acid t-butyl ester 

More polar isomer: 'H-NMR (500 MHz, CDCI3) S 7.77 (d, J = 9.3 Hz, 
IH), 7.38-7.23 (m, 13H), 4.80-4.63 (m, 2H), 4.56-4.46 (ABq, J = 17.1 Hz, 
2H), 4.21-4.10 (m, 2H), 3.83 (m, 2H), 3.41-3.37 (m, IH), 3.19 (d, J = 
14.2 Hz, IH), 2.90-2.83 (m, 2H), 2.53 (m, IH), 1.76 (m, IH), 1.41 (s. 
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9H), 0.83 (d, J = 6.8 Hz, 3H), 0.77 (d, J = 6.8 Hz, 3H). 

Less polar isomer: 'H-NMR (500 MHz, CDCI3) d 7.64 (d, J = 9.2 Hz, 
IH), 7.36-7.26 (m, 13H), 5.05-4.95 (m, 3H), 4.74 (m, IH), 4.17 (m, 2H), 

3.96 (m, IH), 3. 4 12.99 (m, iU), 2.70 (m, IK), 2.19 (m, IH), L79 (m, 

IH), 1.39 (s, 9H), 0.86 (d, J = 6.4 Hz, 3H), 0.77 (d, J = 6.8 Hz, 3H). 

. (3S)-3-{3-[2-methyl-(lS)-l-(qumolme-2-yl-carbonylaiiiino)-propyl]-4,5-dihyd 
ro-isoxazole-5-carbonylammo}-4-keto-5-(2,6-dichlorobenzoyloxy)-peiitanoic 
acid t-butyl ester 

More polar isomer: 'H-NMR (500 MHz, CDCI3) d 8-59 (d, J = 8.7 hz, 
IH), 8.31 (d, J = 8.7 Hz, IH), 8.26 (d, J = 8.7 Hz. IH), 8.12 (d, J = 
8.3 Hz, IH), 7.88 (d, J = 8.3 Hz, IH), 7.78-7.72 (m, 2H), 7.62 (m, IH), 
7.33-7.27 (m, 3H), 5.20-5.05 (m, 3H), 4.92-4.89 (m, 2H), 3.47-3.34 (m, 
2H), 2.95 (dd, J = 17.0, 4.6 Hz, IH), 2.73 (dd, J = 17.0, 5.1 Hz, IH), 
2.28 (m, IH), 1.45 (s, 9H), 1.07 (m, 6H). 

Less polar isomer: *H-NMR (500 MHz, CDCI3) d 8.58 (d, J = 9.2 Hz, 
IH), 8.28-8.24 (m, 2H), 8.12 (d, J = 8.7 Hz, IH), 7.85 (d, J = 7.8 Hz, 
IH), 7.75-7.59 (m, 3H), 7.31-7.25 (m, 3H), 5.12-4.89 (m, 5H), 3.46-3.41 
(m, 2H), 2.92 (dd, J = 17.0, 5.1 Hz, IH), 2.78 (dd, J = 17.0, 5.5 Hz, 
IH), 2.30 (m, IH), 1.44 (s, 9H), 1.10 (m, 6H) 

. (3 S)-3- { 3-[2-methyl-( 1 S)- 1 -(qiiinoline-2-yl-carbonylamino)-propyl]-5 -phenyl 
methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-(2,6-diclilorobenzoylo 
xy)-pentanoic acid t-butyl ester 



More polar isomer: ^H-NMR (500 MHz, CDCI3) d 8.52 (d, J = 9.2 Hz, 
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IH), 8.32 9d, J = 8.3 Hz, IH), 8.26 (d, J = 8.3 Hz, IH), 8.12 (i J = 
8.7 Hz, IH), 7.88 (d, J = 8.3 Hz, IH), 7.80-7.63 (m, 3H), 7.36-7.18 (m, 
8H), 4.82 (m, IH), 4.72 (m, IH), 4.47-4.37 (ABq, J = 17.0 Hz, 2H), 3.47 
(d, J = 17.9 Hz, IH), 3.41 (d, J = 13.8 Hz, IH), 3.19 (d, J = 14.2 Hz, 
III), 3.14 (d, J - 17.9 Hz, IH), 2.9^ (dd, J = 17. 4 > 4 .1 Hz, IHX 2 . 53 
(dd, J = 17.0, 5.0 Hz, IH), 2.18 (m, IH), 1.45 (s, 9H), 0.98 (m, 6H). 

Less polar isomer: 'H-NMR (500 MHz, CDCI3) § 8.52 (d, J = 9.2 Hz, 
IH), 8.28-8.23 (m, 2H), 8.12 (d, J = 8.7 Hz, IH), 7.85 (d, J = 8.3 Hz, 
IH), 7.73 (m, IK), 7.62-7.55 (m, 2H), 7.31-7.17 (m, 8H), 5.06-4.98 (ABq, 
J = 17.0 Hz, 2H), 4.84 (m, IH), 4.69 (m, IH), 5.54 (d, J = 17.9 Hz, 
IH), 3.29 (d, J = 14.2 H, IH), 3.16 (d, J = 14.2 Hz, IH), 3.10 (d, J = 
17.9 Hz, IH), 2.70 (dd, J = 17.0, 4.1 Hz, IH), 2.21 (m, IH), 2.11 (dd, J 
= 17.0, 5.1 Hz, IH), 1.38 (s, 9H), 0.98 (m, 6H). 

• (3 S)-3- { 3 -[2-inethyl-( 1 S )- 1 -(quiiioline-2-yl-carbonylainmo)-propyl]-5 -phenyl 
methyI-4,5-dihydro-isoxazole-5-carbonylainmo}-4-keto-5-phenoxy-pentanoic 
acid t-butyl ester 

More polar isomer: ^H-NMR (500 MHz, CDCI3) § 8.^47 (d, J = 9.2 Hz, 
IH), 8.32 (d, J = 8.7 Hz, IH), 8.25 (d, J = 8.3 Hz, IH), 8.13 (d, J = 
8.7 Hz, IH), 7.89 (d, J = 7.8 Hz, IH), 7.78 (m, IH), 7.69 (d, J = 8.8 
Hz, IH), 7.64 (t, J = 7.3 Hz, IH), 7.29-7.17 (m, 4H), 7.06 (t, J = 7.4 
Hz, IH), 6.96 (t, J = 7.4 Hz, IH), 6.78 (d, J = 8.3 Hz, 2H), 4.81-4.72 
(m, 2H), 4.47-4.28 (ABq, J = 17.9 Hz, 2H), 3.42 (d, J = 17.9 Hz, IH), 
3.34 (d, J = 14.2 Hz, IH), 3.15 (d, J = 13.7 Hz, IH), 3.10 (d, J = 17.9 
Hz, IH), 2.94 (dd, J = 17.4, 4.1 Hz, IH), 2.64 (dd, J = 17.4, 5.5 Hz, 
IH), 2.15 (m, IH), 1.43 (s, 9H), 0.95 (m, 6H). 
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Less polar isomer: ^H-NMR (500 MHz, CDCI3) 5 8.50 (d, J = 9.2 Hz, 
IH), 8.24 (d, J = 8.3 Hz, 110, 8.18 (d, J = 8.3 Hz, IH), 8.10 (d, J = 
8.2 Hz, IH), 7.85 (d, J = 7.7 Hz, IH), 7.74 (m, IH), 7.62-7.56 (m, 2H), 
7.29-7.16 (m, 5H), 6.88 (t, J = lA Hz, IH), 6.78 (d, J = 7.8 Hz, 2H), 
^.81 d.66 (m, dH), 3. ^ 6 (d, J = 17.9 Hz, IH), 3.29 (d, J = 13.8 Hz, IH), 
3.15 (d, J = 13.8 Hz, IH), 3.07 (d, J = 17.9 Hz, IH), 2.76 (dd, J = 17.0, 
4.1 Hz, IH), 2.21-2.09 (m, 2H), 1.37 (s, 9H), 0.93 (m, 6H). 

. (3 S)-3-{ 3-[2-methyl-( 1 S)- l-(2-naphthalenecarbonylammo)-propyl]-4,5-dihydr 
o-isoxazole-5-carbonylammo}-4-keto-pentanoic acid t-butyl ester 

Diastereomeric mixture: ^H-NMR (500 MHz, CDCI3) ^ 8.29 (m, IH), 
7.96-7.50 (m, 7H), 6.85-6.73 (m, IH), 5.10-4.97 (m, 2H), 4.66 (m, IH), 
3.40 (m, 2H), 2.94-2.60 (m, 2H), 2.32-2.14 (m, IH), 2.22 & 2.10 (two s, 
3H), 1.43 & 1.42 (two s, 9H), 1.10-0.95 (m, 6H). 

Example 23: Synthesis of (3S)-3-{3-[2-methyl-(lS)-l-(naphthalene-2-car- 
bonyl-amino)-propyl]-5-pheiioxymethyl-4,5-dihydro-isoxazole-5-carbonyl-aiiiino 
}-4-keto-5-phenoxy-peiitanoic acid t-butyl ester ] 




The title compound was prepared with convetional EDC coupling of 
3 -[2-methyl-( 1 S )- 1 -(naphthalene-2-car-bonylamino)-propyl]-5-phenoxymethyl-4, 
5-dihydro-isoxazole-5-carboxylic acid (lOOg, 2.24 mmol) and 
(3S)-3-amino- 4-hydroxy-5- phenoxy-pentanoic acid t-butyl ester (630 mg, 
1.0 eq), EDC (558 mg, 1.3 eq), HOBt(394 mg, 1.3 eq) and triethylamine 
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(0.94 mL, 3.0 eq) in DMF (5 mL). Usual workup followed by "flash 
chromatography gave 1.44g of coupled product. The coupled product and 
Dess-Martin reagent (2.15g, 2.5 mol eq) in dry CH2CI2 (25mL) under N2 
at room temperature was stirred for Ih, then quenched with isopropyl 

alcohol(3 mL). Uaual cxtraotivo workup followed by flash chromatography 

(36% ethyl acetate-hexane) gave 1.27g of the title compound as 
diastereomeric mixture. Preparative HPLC (36% ethyl acetate-hexanes, 10 
mL/min, 278 nm UV detection) afforded less polar (352 mg) and more 
polar (536 mg) diastereomers. 

Less polar diastereomer: ^H-NMR (500 MHz, CDCI3) 8 8.29 (IH, s), 
7.93-7.81 (5H, m), 7.58-7.51 (2H, m), 7.28-7.21 94H, m), 6.99-6.76 (7H, 
m), 5.00-4.98 (2H, m), 4.79-4.66 (2H, ABq, J = 16.6 Hz), 4.35-4.29 (2H, 
ABq. J = 10.3 Hz), 3.40 (2H, s), 3.02-2.98 (IH, dd, J = 16.6, 4.9 Hz), 
2.84-2.79 (IH, dd, J = 16.6, 4.7 Hz), 2.30 (IR m), 1.41 (9H, s), 
1.12-1.07 (6H, two d, J = 6.8 Hz). 

More polar diastereomer: 'H-NMR (500 MHz, CDCI3) 5 8.29 (IH, s), 
7.99-7.82 (5H, m), 7.59-7.53 (2H, m), 7.26-7.18 (4H, m), 6.97-6.83 (6H, 
m ), 6.68 (IH, d, J = 8.3 Hz), 5.01-4.95 (3H, m), 4.8:3 (IH, d, J = 17.1 
Hz), 4.42 (IH, d, J = 9.8 Hz), 4.23 (IH, d, J = 9.8 Hz), 3.49-3.32 (2H, 
ABq, J = 18.1 Hz), 3.06-3.02 (IH, dd, J = 17.1, 4.4 Hz), 2.76-2.72 (IH, 
dd, J = 17.1, 5.4 Hz), 2.24 (IH, m), 1.45 (9H, s), 1.10-1.02 (6H, two d, 
J = 6.8 Hz). 

The following compounds were prepared similarly: 



. (3S)-3-{3-[2-methyl-(lS)-l-(naphthalene-2-carbonylamino)-propyl]-5-phenox 
ymethyl-4,5-dihydro-isoxazole-5-carbonyl-amino}-4-keto-5-(2-naphthyloxy)-pen 
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tanoic acid-t-butyl ester 




Less polar diastereomer: *H-NMR (500 MHz, CDCI3) d 8.27(1H, s), 7.89 
(8H, m), 7.56-7.26 (6H, m), 7.23-6.87 (5H, m), 6.74 (IH, d, J = 9:3 Hz), 

5.04- 4.95 (2H, m), 4.92-4.80 (2H, ABq, J = 16.6 Hz), 4.37-4.30 (2H, 
ABq, J = 23.4, 10.3 Hz), 3.43-3.38 (2H, ABq, J = 22.5, 17.8 Hz), 

3.05- 3.00 (IH, dd, J = 16.6, 4.9 Hz), 2.86-2.82 (IH, dd, J = 16.6, 4.9 
Hz), 2.25 (IH, m), 1.42 (9H, s), 1.09-1.05 (6H, two d, J = 6.8, 6.7 Hz). 

More polar diastereomer: 'H-NMR (500 MHz, CDCI3) d 8.30 (IH, s), 
8.02-7.55 (lOH, m), 7.41-7.05 (6H, m), 6.89-6.66 (4H, m), 5.10-4.94 (4H, 
m), 4.41 (IH, d, J = 9.8 Hz), 4.23 91H, d, J = 10.3. Hz), 3.50-3.34 (2H, 
ABq, J = 17.6 Hz), 3.09-3.05 (IH, dd, J = 17.1, 4.4 Hz), 2.79-2.74 (IH, 
dd, J = 17.1, 5.4 Hz), 2.25 (IH, m), 1.45 (9H, s), 1.10-1.02 (6H, two d, 
J = 6.8 Hz). 

/ 

/ 

. (3 S)-3-{3-[2-methyl-(lS)- l-(quiiioline-2-yl-carbonylaiiLiiio)-propyl]-4,5-dihyd 
ro-isoxazole-5-carbonylamiiio}-4-keto-5-pherioxy-peiitaiioic acid t-butyl ester 

More polar isomer: ^H-NMR (500 MHz, CDCI3) S 8.60 (d, J = 9.2 Hz, 
IH), 8.32-8.25 (m, 2H), 8.13 (d, J = 8.8 Hz, IH), 7.88 (d, J = 7.8 Hz, 
IH), 7.79-7.62 (m, 3H), 7.27 (m, 2H), 6.97 (m, IH), 6.88 (m, 2H), 
5.04-4.72 (m, 5H), 3.48-3.34 (m, 2H), 3.00 (dd, J = 17.0, 4.6 Hz, IH), 
2.77 (dd, J = 17.0, 5.5 Hz, IH), 2.27 (m, IH), 1.45 (s, 9H), 1.06 (m, 
6H). 
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Less polar isomer: ^H-NMR (500 MHz, CDCI3) S 8.58 (d, J = 9.2 Hz, 
IH), 8.27 (d, J = 8.2 Hz, IH), 8.21 (d, J = 8.3 Hz, IH), 8.13 (d, J = 
8.3 Hz, IH), 7.86 (d, J = 8.3 Hz, IH), 7.78-7.59 (m, 3H), 7.22 (m, 2H), 
^00 (rr. m) '^^), ^n4-4 R« (tt. ^R) ^ 8^-4 69 rARq. J. = 17.0 

Hz, 2H), 3.45-3.33 (m,2H), 2.99 (dd, J = 16.5, 4.6 Hz, IH), 2.78 (dd, J = 
16.5, 5.1 Hz, IH), 2.26 (m, IH), 1.42 (s, 9H), 1.06 (m, 6H) 

Example 24: Synthesis of (3S)-3-{3-[(lS)-l-benzyloxycarbonylamiiio-2- 
methyl-propyl]-5-phenoxymethyl-4,5-dihydro-isoxazole-5-cafbonyl-amino}-4-ke 
to-pentanoic acid 



OPh 




A solution of (3S)-3-{3-[(lS)-l-phenylmethyloxycarbonylamino-2-methyl- 
propyl]-5-phenoxymethyl-4,5-dihydro-isoxazole-5-carbonyl-amino}-4-keto-pent 
anoic acid t-butyl ester (less polar diastereomer) (44mg) in CH2CI2 (2 mL) 

i 

at 0°C was treated with TFA (1 mL). The reaction /'was stirred for 2h 
while slowly warming to room temperature. Concentration gave the title 
compound (compound 2, quantitative) 

^H NMR (500 MHz, CD3OD) $ 7.35-6.90 (lOH, m), 5.11 (2H, s), 4.53 
(IH, m), 4.47 (IH, m), 4.23 (2H, dd), 2.86 (IH, dd), 2.54 (IH, dd), 2.24 
(3H, s), 2.00 (IH, m), 1.00 and 0.97 (6H, two d); MS [M+Na]^ 562 



The following compound was prepared similarly from more polar isomer: 
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. (3 S )-3 - { 3-[( 1 S)- 1 -phenylinethyloxycarbonylammo-2-methyl-propyl]-5-phenox 
ymethyl-4,5-dihydro-isoxazole-5-carbonyl-aniino }-4-keto-peiitanoic acid 
(compound 3). 

NMR (500 MHz, ) $ 8.76 (lH,d, J = 7 .8 H z ), 7 . 76 ( I H, d , J = 8. 8 
Hz), 7.36-6.87 (lOH, m), 5.06 (2H, m), 4.50 (IH, m), 4.32 (IH, m), 4.16 
(2H, m), 3.21 (2H, app s), 2.79 (IH, m), 2.06 (3H, s), 1.89 (IH, m), 0.91 
(3H, d, J = 6.3 Hz), 0.80 (3H, d, J = 6.3 Hz). 

Following final compounds were obtained by similar TFA deprotection of 
corresponding t-butyl ester. 

. (3S)-3-{3-[(lS)-l-phenylmethyloxycarbonylamino-2-methyl-propyl]-4,5-diliy 

dro-isoxazole-5-carbonylamino}-4-keto-pentanoic acid (compound 1, 
diastereomeric mixture) 

'H NMR (500 MHz, DMSO-de) d 8. 49 (IH, m), 7.72 (IH, m), 7.35 
(5H, m), 5.03 (3H, m), 4.40 (IH, m), 4.15 (IH, m), 3.24 (2H, m), 2.54 
(2H, m), 2.04 and 1.95 (3H, wo s), 1.88 (IH, m), 0.90^0.81 (6H, m): MS 
[M+Na]^ 456 

. (3S)-3-{3-[(lS)-l -phenybnethyloxycarbonylamino-2-methyl-propyl]-4,5 -dihy 
dro-isoxazole-5 -carb onylamino }-4-keto-5 -(2, 6-dichlrobenzoyloxy)-pentanoic 
acid (compound 6, diastereomeric mixture) 



^H NMR (500 MHz, DMSO-de) S 8.58 (IH, br s), 7.75 (IH, m), 
7.61-7.30 (8H, m), 5.30-5.00 (5H, m), 4.70 (IH, m), 4.16 (IH, m), 2.66 
(2H, m), 1.90 (IH, m), 0.95-0.79 (6H, m): MS [M+Na]^ 644 
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. (3 S)-3 - ( 3-[( 1 S)- 1 -(naphthalene- 1 -carbonylamino)-2-methyl-propyl]-5-penoxy 
niethyl-4,5-dihydro-isoxazole-5-carbonylaniino}-4-keto-5-phenoxy-pentanoic 
acid (compound 7, diastereomeiic mixture) 

NMR (500 MHz, DMSO-dp) ^ 8 . 92-8 . 55 ( 2 H, m), 8 . 15-7 . 9 8 (3H, m), - 
7.63-7.55 (4H, m), 7.25-7.15 (4H, m), 6.95-6.74 (6H, m), 5.20-4.15 (6H, 
m), 2.80-2.55 (2H, m), 2.05 (IH, m), 1.05-0.89 (6H, m): MS [M+Na]^ 
674. 

. (3 S)-3-{ 3-[( 1 S)- 1 -(naphthalene-2-carbonylamino)-2-methyl-propyl]-5-penoxy 
methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-phenoxy-pentanoic 
acid (compound 8) 

From less polar t-butyl ester: NMR (500 MHz, DMSO-de) S 8.93 

(IH, d, J = 7.8 Hz), 8.79 (IH, d, J = 8.3 Hz), 8.48 (IR s), 8.05-7.94 
(4H, m), 7.64-7.58 (2H, m), 7.30-7.17 (4H, m), 6.94-6.83 (6H, m), 4.96 
(2H, app s), 4.78 (IH, m), 4.73 (IH, m), 4.36 (IH, d, J = 10.2 Hz), 4.22 
(IH, d, J = 10.2 Hz), 3.37 (2H, app s), 2.91 (IH, dd, J = 16.6, 6.4 Hz), 
2.62 (IH, dd, J = 16.6, 5.9 Hz), 2.12 (IH, m), 1.00 (3H, d, J = 6.3 Hz), 
0.87 93H, d, J = 6.3 Hz): MS [M+Na]* 674 

From more polar t-butyl ester: *H NMR (500 MHz, DMSO-de) d 8.88 
(IH, d, J = 8.3 Hz), 8.79 (IH, d, J = 8.8 Hz), 8.43 (IH, s), 8.00-7.80 
(4H, m), 7.61 (2H, m), 7.23-7.17 94H, m), 6.93-6.77 (6H, m), 4.99 (IH, 
d, J = 17.6 Hz), 4.86 (IH, d, J = 18.1 Hz), 4.79 (IH, m), 4.72 (IH, mO, 
4.43 (IH, d, J = 10.7 Hz), 4.20 (IH, d, J = 10.2 Hz), 2.81 (IH, dd), 
2.56 (IH, dd), 2.17 (IH, m), 1.01 (3H, d, J = 6.3 Hz), 0.99 (3H, d, J = 
6.3 Hz): MS [M+Na]* 674 
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. (3 S)-3 - { 3-[( 1 S )- 1 -(naphthalene- l-carbonylamino)-2-methyl-propyl]-5-penoxy 
methyl-4,5-dihydro-isoxazole-5-carbonylammo}-4-keto-5-(2,6-ciichlrobenzoylox 
y)-pentanoic acid (compound 9) 

From less polar t-butyl ester: 'h NMR (500 MHz, DMSO-de) ^ 9.08 
(IH, d, J = 7.8 Hz), 8.87 (IH, d, J = 8.8 Hz), 8.55 (IH, s), 8.10-8.01 
(4H, m), 7.68 7.58 (5H, m), 7.26 (2H, t, J = 7.8 Hz), 6.98-6.92 (3H, m), 
5.27 (2H, ABq, J = 16.6 HzO, 4.82-4.78 (2H, m), 4.43 (IH, d, J = 10.7 
Hz), 4.29 (IH, d, J = 10. 3 Hz), 3.44 (2H, ABq, J = 18.1 Hz), 3.01 (IH, 
dd, J = 17.1, 6.4 Hz), 2.67 (IH, dd, J = 17.1, 6.3 Hz), 2.21 (IH, m), 
1.07 (3H, d, J = 6:2 Hz), 0.97 (3H, d, J = 6.2 Hz): MS [M+Naf 770 

From more polar t-butyl ester: ^H NMR (500 MHz, DMSO-de) S 8.97 
(IH, d, J = 7.8 Hz), 8.85 (IH, d, J = 8.3 hz), 8.50 (IH, s), 8.09-7.96 
, (4H. m), 7.67-7.60 (5H, m), 7.32 (2H, t, J = 6.3 Hz), 7.00 (3H, m), 5.38 
(IH, d, J = 17.1 Hz), 5.13 (IH, d, J = 17.1 Hz), 4.92 (IH, d, J = 6.3 
Hz), 4.79 (IH, t, J = 7.8 Hz), 4.55 (IH, d, J = 9.7 Hz), 4.28 (IH, d, J = 
8.7 Hz), 3.48 (IH, d, J = 18.1 Hz), 3.38 (IH, d, J = 18.1 Hz), 2.87 (IH, 
dd, J = 17.1, 4.9 Hz), 2.60 (IH, dd, J = 17.1, 4.9 Ijh), 2.25 (IH, m), 
1.07 (6H, m): MS [M+Na]^ 770 

. (3S)-3-{3-[(lS)-l-(naphthalene-2-carbonylammo)-2-methyl-propyl]-5-phenyl 
methyl-4,5-dihydTo-isoxazole-5-carbonylammo}-4.-keto-5-(2,6-dichlorobenzoylo 
xy)-pentanoic acid (compound 10, diastereomeric) 

'H NMR (500 MHz, DMSO-de) d 8.72-8.55 (2H, m), 8.38 (IH, s), 
8.04-7.85 (4H, m), 7.62 (2H, m). 7.25-7.12 (7H, m), 6.91-6.70 (3H, m), 
4.79-4.51 (4H, m), 3.40-3.05 (4H, m), 2.73-2.23 (2H, m), 2.01 (IH, m), 
0.94-0.70 (6H, m): MS [M+Na]"^ 658 
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. (3S)-3-{3-[(lS)-l-(naphthalene-2-carbonylammo)-2-mefliyI-propyl]-5-phenyl 
methyM,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-(2,6-dichlorobeiizoylo 
xy)-pentanoic acid (compound 11) 

From less polar t-butyl ester: NMR (500 MHz, DMS0-d6) $ 8.68 
(IH, d, J = 8.8 Hz), 8.59 (IH, d, J = 8.3 Hz), 8.40 (IH, s), 8,05-7.87 
(4H, m), 7.63-7.54 (5H, m), 7.21-7.13 (5H, m), 5.98 (2H, ABq, J = 17.1 
Hz), 4.74 (IH, m), 4.64 (IH, m), 3.25-3.10 (4H, m), 2.62 (IH, dd, J = 
17.1, 6.3 Kz), 2.37 (IK, dd, J = 16.6, 5.4 Hz), 2.06 (IH, m), 0.93 (3H, 
d, J = 6.8 Hz), 0.83 (3H, d, J = 6.2 Hz): MS [M+Na]^ 754 

From more polar t-butyl ester: ^H NMR (500 MHz, DMSO-de) 8 8.72 
(IH, d, J = 8.3 Hz), 8.59 91H, d, J = 8.8 Hz), 8.41 (IH, s), 8.01-7.87 
(4H, m), 7.62-7.53 (5H, m), 7.29-7.21 (5H, m), 4.70-4.55 (4H, m), 
3.44-3.10 (4H, m), 2.72-2.67 (IH, dd, J = 16.6, 7.3 Hz), 2.38-2.34 (IH, 
dd, J = 16.6, 7.3 Hz), 2.05 (IH, m), 0.97 (3H, d, J = 6.3 Hz), 0.79 (3H, 
d, J = 6.3 Hz); MS [M+Na]^ 754. 

/ 

/ 

• (3S)-3-{3-[(lS)-l -(quinoline-2-yl-carbonylainiiio)-2-methyl-propyl]-5 -phenox 
ymethyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-pentanoic acid 
(compound 13, diastereomeric mixture) 

'H NMR (500 MHz, DMSO-de) 8 9.06 (IH, m), 8.82 91H, br), 8.57 
(IH, m), 8.16-7.74 95H, m), 7.26-7.12 (4H, m), 6.89-6.69 (6H, m), 
5.10-4.70 (4H, m), 4.48-4.20 (2H, m), 2.87-2.53 (2H, m), 2.32 (IH, m), 
0.98-0.85 (6H, m): MS [M+Na]* 675, [M+H]* 653. 

• (3S)-3-{3-[(lS)-l-(naph1halene-2-carbonylamino)-2-methyl-propyl]-5-plienox 
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ymethyl-4,5-dihydro4soxazole-5-carbonylamino}-4-keto-5-(2-naphthyioxy)-pent° 
anoic acid 
(compound 15) 

From less polar t-butyl ester: 'H NMR (500 MHz, DMSO-de) ^ 8.96 
(IH, d, J = 7.8 Hz), 8.77 (IH, d, J = 8.3 Hz), 8.47 (IH, s), 8.03-7.57 
(9H, m), 7.44 (IH, t, J = 6.8 Hz), 7.34 (IH, t, J = 7.8 Hz), 7.17-7.13 
(4H, m), 6.88-6.82 (3H, m), 5.09 (2H, ABq), 4.84 (IH, m), 4.72 (IH, m), 
4.38 (IH, d, J = 10.2 Hz), 4.23 (IH, d, J = 10.7 Hz), 2.94 (IH, dd, J = 

17.1, 6.8 Hz), 2.65 (IH, dd, J = 16.6, 5.9 Hz), 2.12 (IH, m), 0.97 (3H, 
d, J = 6.3 Hz), 0.85 (3H, d, J = 6.3 Hz): MS [M+Na]^ 724 

From more polar t-butyl ester: 'H NMR (50°C, 300 MHz, DMSO-de) 8 
8.72 (IH, d), 8.63 (IH, d), 8.41 (IH, s), 7.94-6.72 (19H, m), 5.03 (2H, 
^ABq), 4.88 (IH, m), 4.74 (IH, m), 4.42 91H, d), 4.19 (IH, m), 3.38 (2H, 
ABq), 2.88 (IK, dd), 2.65 (IH, dd), 2.19 (IH, m), 1.02 (6H, two d):MS 

[M+Na]"" 724 

^^C NMR (50°C, 300 MHz, DMSO-de) 8 202.1, 17I.6, 170.7, 166.6, 
159.3, 158.0, 155.6, 134.1, 133.9, 132.0, 131.6, 129.3, 129.1, 128.7, 127.7, 
127.5, 127.3, 126.5, 126.2, 124.2, 123.6, 121.1, 118.1, 114.5, 107.4, 87.5, 

70.2, 52.9, 34.4, 29.6, 19.4, 18.9. 

More polar diastereomer's methyl ester: 'H NMR (500 MHz, CDCI3) 8 
8.29 (IH, s), 8.02-6.68 (20H, m), 5.09-4.95 (2H, ABq, J = 16.6 Hz), 5.10 
(IH, m), 5.01(1H, m), 4.34 (2H, ABq, J = 10.3 Hz), 3.70 (3H, s), 
3.50-3.33 (2H, ABq, J = 17.6 Hz), 3.13 (IH, dd, J = 17.1, 4.9 Hz), 2.90 
(IH, dd, J = 17.1, 5.9 Hz), 2.23 (IH, m), 1.08 and 1.02 (6H, two d, J = 
6.8 Hz). 
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. (3S)-3-{3-[(lS)-l -(naphthalene-2 -carbonylamino)-2-methy l-propyl]-5-phenox 
yme1hyl-4,5-dihydro-isoxazole-5-carbonylammo}-4-keto-5-(l-naphthyloxy)-pent 
anoic acid (compound 16, diasteromeric mixture) 

NMR (500 MHz, DMSO-de) § 9.02-8. 18(3H, m), 8.05-6.80 (18H, m), 
5.15-4.15 (6H, m), 2.90-2.55 (2H, m), 2.14 (IH, m), 1.05-0.82 (6H, m). 

. (3S)-3- { 3-[( 1 S)- 1 -(naphthalene-2-carbonylamino)-2-methyl-propyl]-4,5-dihyd 
ro-isoxazoie-5 -carbonylammo } -4-keto-5 -(2-napht3iyloxy)-peiitanoic acid 
(compound 19, diasteromeric mixture) 

NMR (500 MHz, DMSO-de) S 8.95-8.46 (3H, m), 8.09-7.07 (13H, 
m), 5.21-4.75 (5H, m), 2.95-2.64 (2H, m), 2.19 (IH, m): MS [M+Hf 
,596 

. (3 S)-3- { 3 -[2-methyl-( 1 S )- 1 -(2-naphthalenecarbonylamino)-propyl]-4, 5-dihydr 
o-isoxazole-5-carbonylamino}-4-keto-5-phenoxy-pentanoic acid (compound 
20, diasteromeric mixture) , 

^H-NMR (500 MHz, DMSO-de) S 8.76-8.69 (m, 2H), 8.45 (m, IH), 

8.04-7.90 (m, 5H), 7.61 (m, 2H), 7.31-7.19 (m, 2H), 6.97-6.81 (m, 3H), 

5.09-4.68 (m, 5H), -3.3 (m, 2H), 2.82 (m, IH), 2.64 (m, IH). 2.15 ((m, 
IH), 1.00-0.84 (m, 6H): MS [M+Na] = 568 



. (3 S)-3 - { 3 - [2-methyl-( 1 S)- 1 -(phenylethylcarbonylaniino)-propyl]-5-phenylmet 
hyl-4,5-diliydro-isoxazole-5-carbonylaniino}-4-keto-5-(2,6-dichloroben2oyloxy)- 
pentanoic acid (compoimd 22, diastereomeric mixture) 
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^H-NMR (500 MHz, DMSO-de) § 8.48 (br s. IH), 8.00 (m, IH), ' 
7.61-7.54 (m, 3H), 7.30-7.15 (m, IIH), 4.93-4.32 (m, 4H), 3.34-2.90 (m, 
4H), 2.78 (m, IH), 1.78 (m, IH), 0.90-0.60 (m, 6H): MS [M+Na] = 732 

■ S)-3-{3-[?,-m f'.thyl-( 1 S)- 1 -( 1 -naphthalener.arhony]aTniTio)-propyl]-5-pheiiylin — 
ethyl-4,5-dihydro-isoxazole-5-carbonylainmo}-4-keto-5-(2,6-dichlorobenzoyloxy 
)-pentaiioic acid(compound 23) 

From more polar t-butyl ester: ^H-NMR (500 MHz, DMSO-de) d 8.80 
(d, J = 8.3 Hz, IH), 8.63 (d, J = 7.8 Hz, IH), 8.02 (m, 3H), 7.64-7.20 
(m, 12H), 4.81-4.55 (m, 4H), 3.39 (m, 2H), 3.12 (m, 2H), 2.73 (m, IH), 
2.43 (m, IH), 1.98 (m, IH), 0.99 (d, J = 4.6 Hz, 3H), 0.79 (d, J = 4.5 
Hz, 3H): MS [M+Na] = 754 

From less polar t-butyl ester: ^H-NMR (500 MHz, DMSO-de) s 8.77 (d, 
J = 8.7 Hz, IH), 8.62 (d, J = 8.3 Hz, IH), 8.08-7.97 (m, 4H), 7.61-7.21 
(m, 12H), 5.00 (m, 2H), 4.77-4.67 (m, 2H), 3.39-3.27 (m, 2H), 3.15-3.11 
(m, 2H), 2.64 (m, IH), 2.40 (m, IH), 1.99 (m, IH), 0.96 (d, J = 6.4 Hz, 
3H), 0.85 (d, J = 6.9 Hz, 3H). / 

. (3 S)-3-{ 3-[2-methyl-( IS)- l-(ciiuiamoylamino)-propyl]-5-phenylmethyl-4,5-di 
hydro-isoxazole-5-carbonylamino}-4-keto-5-(2,6-dichlorobeiizoyloxy)-pentanoic 
acid (compound 28) 

Fom more polar t-butyl ester: ^H-NMR (500 MHz, DMSO-de) § 8.55 (d, 
J = 8.7 Hz, IH), 8.28 (d, J = 8.7 Hz, IH), 7.60-7.19 (m, 14H), 6.70 (d, 
J = 15.6 Hz, IH), 4.71-4.49 (m, 4H), -3.3 (m, 2H), 3.08 (m, 2H), 2.71 
(m, IH), 2.40 (m, IH), 1.90 (m, IH), 0.86 (d, J = 6.4 Hz, 3H), 0.74 (d, 
J = 6.4 Hz, 3H): MS [M+H] = 708 
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From less polar t-butyl ester: *H-NMR (500 MHz, DMSO-de) S 8.53 (d, 
J = 8.3 Hz, IH), 8.28 (d, J = 8.7 Hz, IH), 7.61-7.16 (m, 14H), 6.69 (d, 
J = 16.9 Hz, IH), 4.99-4.92 (ABq, J = 17.4 Hz, 2H), 4.72 (m, IH), 4.53 
(m^ IH), ^^6 (H, T = 17 9 H7 IH) (H T ^ nR H7 IN) ^ 10-^04 

(m, 2H), 2.61 (dd, J = 17.0, 6.4 Hz, IH), 2.37 (dd, J = 17.0, 6.0 Hz, 
IH), 1.90 (m, IH), 0.79 (m, 6H). 

. (3 S)-3-{ 3-[2-methyl-( 1 S)- 1 -(phenylmethylsulfonylamino)-propyl]-5-phenyline 
thyl-4,5-diliydro-isoxa2oie-5-carboiiylamino}-4-keto-5-(2,6-dichlorobenzoyloxy) 
-pentanoic acid (compound 29, diastereomeric) 

'H-NMR (500 MHz, DMS0-d6) § 7.75 and 7.69 (m, IH), 7.61-7.13 (m, 
13H), 5.00 and 4.70 (m, IH), 4.64 (m, 2H), 4.22-3.78 (m, 4H), 1.79 (m, 
IP), 0.90 (m, 6H):MS [M+H] = 732. 

. (3S)-3-{3-[2-methyl-(lS)-l-(quinolme-2-yl-carbonylamino)-propyl]-4,5-dihyd 
ro-isoxazole-5-carbonylamino}-4-keto-5-(2,6-dichlorobenzoyloxy)-pentanoic 
acid (compomid 30) / 

From more polar isomer: ^H-NMR (500 MHz, DMSO-de) d 8.94 (d, J = 
9.7 Hz, IH), 8.75 (d, J = 7.8 Hz, IH), 8.55 (d, J = 8.8 Hz, IH), 
8.18-8.05 (m, 3H), 7.85 (m, IH), 7.55 (m, 3H), 5.22-5.06 (m, 3H), 
4.83-4.70 (m, 2H), 3.35 (m, 2H), 2.80 (m, IH), 2.61 (m, IH), 2.31 (m, 
IH), 0.95 (m, 6H):MS [M+H] = 643 

From less polar isomer: 'H-NMR (500 MHz, DMSO-de) S 9.07 (d, J = 
9.2 Hz, IH), 8.76 (d, J = 8.3 Hz, IH), 8.56 (d, J = 8.7 Hz, IH), 
8.20-8.07 (m, 3H), 7.87 (m, IH), 7.72 (m, IH), 7.62-7.54 (m, 3H), 
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5.21-5.06 (m, 3H), 4.84-4.70 (m, 2H), 3.44-3.27 (m, 2H), 2.85 (dd, J = 
17.0, 6.0, IH), 2.66 (dd, J = 17.0, 6.9 Hz, IH), 2.29 (m, IH), 0.98 (d, J 
= 6.9 Hz, 3H), 0.90 (d, J = 6.4 Hz, 6H) 

(3S)-3-{3-[?,-mplhy1-(1S)-1-(qiiino1ine-?-y]-c.arbonylamino)-prop3d]-4,5-dihydro- 
isoxazole-5-carbonylamino}-4-keto-5-phenoxy-pentanoic acid (compound 31) 

From more polar isomer: *H-NMR (500 MHz, DMSO-de) d 8.95 (d, 
IH), 8.72 (d, IH), 8.55 (d, IH), 8.20-8.05 (m, 3H), 7.86 (m, IH), 7.72 
(m, IH), 7.24-6.74 (m, 5H), 5.11-4.70 (m, 5H), 3.34 (m, 2H), 2,80 (m, 
IH), 2.62 (m, IH), 2.30 (m, IH), 0.95 (m, 6H):MS [M+H] = 547 

From less polar isomer: ^H-NMR (500 MHz, DMSO-de) § 9.03 (d, IH), 
8.74 (d, IH), 8.56 (d, IH), 8.20-8.07 (m, 3H), 7.87 (m, IH), 7.73 (m, 
IE), 7.23 (m, 2H), 6.88 (m, 3H), 5.09-4.71 (m, 5H), 3.34 (m, 2H), 2.85 
(m, IH), 2.65 (m, IH), 2.27 (m, IH), 0.96-0.87 (m, 6H). 

. (3 S)-3 - { 3 -[2-methyl-( 1 S )- 1 -(quinoliae-2-y l-carbonylamino)-propyl]-5-phenyl 
metliyl-4,5-dLhydro-isoxazole-5-carbonylamino}-4-keto-5-(2/6-dichlorobenzoylo 
xy)-pentanoic acid (compound 32) 

From more polar isomer: 'H-NMR (500 MHz, DMSO-de) d 8.91 (d, J = 
9.2 Hz, IH), 8.59-8.52 (m, 2H), 8.17-8.06 (m, 3H), 7.87 (m, IH), 7.72 
(m, IH), 7:58-7.53 (m, 5H), 4.69-4.51 (m, 4H), 3.40 (m, 2H), 3.16 (m, 
IH), 2.69 (m, IH), 2.37 (m, IH), 2.19 (m, IH), 0.91-0.80 (m, 6H): MS 
[M+H] = 733 

From less polar isomer: ^H-NMR (500 MHz, DMSO-de) S 8.92 (d, J = 
9.2 Hz, IH), 8.56(m, 2H), 8.19-8.07 (m, 3H), 7.87 (m, IH), 7.73 (m, IH), 
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7.60-7.54 (m, 3H), 7.22-7.07 (m, 5H), 5.01-4.93 (ABq, J = 16.5 Hz, 2H), 
4.75-4.62 (m, 2H), 3.46 (d, J = 18.4 Hz, IH), 3.23-3.07 (m, 3H), 2.62 
(dd, J = 17.0, 6.9 Hz, IH), 2.37 (dd, J = 17.0, 6.0 Hz, IH), 2.21 (m, 
IH), 0.86-0.83 (m, 6H). 

. (3S)-3-{3-[2-me%l-(lS)-l-(quinolme-2-yl-carbonylamino)-propyl]-5-phenyl 
methyl-4,5-dihydro-isoxazole-5-carbonylammo}-4-keto-5-phenoxy-pentanoic 
acid (compound 33) 

From more polar isomer: 'H-inMR (500 MHz, DMSO-d^) § 8.91 (d, J = 
9.2 Hz, IH), 8.62 (d, J = 8.3 Hz, IH), 8.52 (d, J = 8.7 Hz, IH), 8.15 (d, 
J = 8.3 Hz, IH), 8.07 (m, 2H), 7.86 (m, IH), 7.72 (m, IH), 7.26-7.09 
(m, 7H), 6.86 (m, IH), 6.69 (d, J = 8.3 Hz, 2H), 4.71-4.63 (m, 2H), 
4.54-4.46 (ABq, J = 17.9 Hz, 2H), 3.42 (d, J = 17.9 Hz, IH), 3.29 (d, J 
= ^3.8 Hz, IH), 3.15 (d, J = 18.4 Hz, IH), 3.09 (d, J = 14.3 Hz, IH), 
2.72 (dd, J = 17.0, 6.9 Hz, IH), 2.36 (dd, J = 17.0, 6.0 Hz. IH), 2.15 
(m, IH), 0.88 (d, J = 6.9 Hz, 3H), 0.75 (d, J = 6.9 Hz, 3H): MS [M+H] 
= 637 

From less polar isomer: ^H-NMR (500 MHz, DMSO-d^) § 8.88 (d, J = 
9.6 Hz, IH), 8.54 (m, 2H), 8.18-8.06 (m, 3H), 7.87 (m, IH), 7.72 (m, 
IH), 7.28-6.78 (m, lOH), 4.78-4.63 (m, 4H), 3.45 (d, J = 18.3 Hz, IH), 
3.26-3.06 (m, 3H), 2.66-2.62 (dd, J = 17.0, 6.9 Hz, IH), 2.44-2.39 (dd, J 
= 17.0, 5.5 Hz, IH), 2.17 (m, IH), 0.80 (m, 6H). 



. (3 S)-3-{ 3-[2-methyl-( 1 S)- l-(quinoline-2-yl-carbonylamino)-propyI]-5-(l-imid 
azolyknethyl)-4,5-diliydro-isoxazole-5-carbonylainino}-4-keto-5-phenoxy-penta 
noic acid (compound 34, diastereomeric mixture) 




- 85 - * 

'H-NMR (500 MHz, DMSO-de) § 9.09-6.60 (m, 16H), 4.92-4.62 (m, 6H), 
3.50 (m, 2H), 2.85-2.20 (m, 3H), 0.93 (m, 6H): MS [M+H] = 627 

. (3 S)-3 - { 3-[2-meth.yl-( 1 S)- 1 -(2-naphthalenecarbonylammo)-propyl]-4,5-dihydr 

o-isoxazole-5-carbonylainino}-4-keto-pentanoic acid (compound 35, 

diastereomeric mixture) 

'H-NMR (500 MHz, DMSO-d^) s 8-77 (m.lH), 8.45 (m, 2H), 8.07-7.89 
(m, 4H), 7.61 (m, 2H), 5.06 (m, IH), 4.72 (m, IH), 4.46 & 4.38 (two m, 
IH), -3.3 (m, isoxazoline CH2), 2.62 (m, IH), -2.49 (m, IH), 2.13 (m, 
IH), 2.09 & 2.05 (two s, 3H), 1.01-0.84 (m, 6H). 

. (3S)-3-{3-[(lS)-l-(succiiioylamino)-3-carboxy-propyl]-5-methyl-4,5-dihydro-i 
soxazole-5-carbonylamino}-4-keto-5-phenoxy-pentanoic acid (compound 36, 
diastereomeric mixture) 

'H-NMR (500 MHz,DMS0-d6) § 8.56-8.52 (m, IH), 8.15 (m, IH), 7.27 
(m, 2H), 6.97-6.82 (m, 3H), 4.96-4.83 (m, 2H), 4.77 (m, IH), 4.58 (m, 
IH), 3.58-2.22 (m, lOH), 2.0-1.74 (m, 2H), 1.47 & 1.45 (two s, 3H):MS 
[M+Na] = 558. / 

. (3S)-3-{3-[2-methyl-(lS)-l-(succinoylamino)-propyl]-5-methyl-4,5-dihydro-is 
oxazole-5-carbonylamino}-4-keto-5-phenoxy-pentanoic acid (compound 37, 
diastereomeric mixture) 

'H-NMR (500 MHz, DMSO-de) § 8.62-8.52 (m, IH), 8.06 (m, IH), 7.27 
(m, 2H), 6.96-6.81 (m, 3H), 4.94-4.72 (m, 3H), 4.43-4.32 (m, IH), 
3.38-3.22 (m, IH), 2.94-2.78 (m, 2H), 2.70-2.22 (m, 5H), 1.95-1.77 (m, 
IH), 1.48 & 1.46 (two s, 3H), 0.86-0.70 (m, 6H): MS [M+Na] = 528. 
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. (3S)-3-{3-[2-methyl-(lS)-l-(l-naphtalenylcarbonylainino)-propyl]-5-phenylm 
ethyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-(l-piperidinyl)- 
pentanoic acid (compound 38, diastereomeric) 

'H-NMR (500 MHz,DMSO-d6) d 8.75 (m, IH), 8.47 and 8.29 (m, IH), 
8.03-7.23 (m, 12H), 4.65 (m, 2H), 3.11-2.99 (m, 2H), 2.26-2.18 (m, 4H), 
1.97 (m, IH), 1.64-0.79 (m, 12H):MS [M+H] = 627. 

industrial Appiicabilitv 

Experiment 1: Screening on caspases enzyme inhibiting activity 

In the present experiment, recombinant caspases were purified fi:om a 
transformed bacterium after human caspase genes were cloned into an 
expression vector pET, and then used in the experiment (Thomberry, N.A. 
et .al. Nature, 1992, 356, 768. Thomberry, N.A. Methods in Enzymology, 
1994, 6J5.). 

Enzymatic activity was measured by a known procedure (Walker N.P.C. et 
al.. Cell 1994, 78, 343). Briefly, 10 ng of recombinant protein was mixed 
with 50 mM Tris[pH 7.0], ImM DTT, 0.5 mM EDTA, 10% Glycerol 
buffer containing 1-100 uM of enzyme substrate, Ac-YVAD-AMC or 
Ac-DEVD-AMC and then the changes by isolated AMC at 37°C were 
recorded. The inhibitory activity for caspases was calculated jfrom the early 
enzyme reaction rate by measuring the changes with fluorescence excited 
at 380 nM and emitted at 460 nm (Range; Ki<100nM). 



Experiment 2) Screening for intracellular inhibitory efficacy for caspases 
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Inhibitory activity for Caspase-1 was determined by screening the effects 
of compounds on the IL-1 ^ production in the periphery lymphocytes 
stimulated with LPS. Briefly, 500,000 cells/ml of human peripheral 
lympVionytps was treated w ith various concentration of test compounds for 
2 hours and then with 10 ng/ml of LPS. After incubating the cells for 12 
hours, the supernatant samples from the media were analysed by 
immunoantibody analysis (Amersham) in which 100 ng/well of human IL-1 
^ antibody is coated (Range: CICso : 0.1 ~ 10 fiV^. 

Meanwhile, the efficacy of the compounds on apoptosis was quantified by 
MTT assay in which cell death and survival ratio depending on the 
concentration of compounds were analyzed in Jurkat T cell treated with 
Anti-FAS antibody CHll which induces cell death (Effective range; 1.0 ~ 

10 iiM). 

Table 1 
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Claims 

1. An isoxazoline derivative of the formula (I), the phannaceutically 
acceptable salts, the esters and the stereochemically isomeric forms thereof 



H N O H 




(I) 



in which, 

R and R' each independently represents simple alkyl chain (-SAC), simple 
cycloalkyl (-SCAC), aromatic (-Ai), or simple alkyl chain substituted with 
aromatic (-SAC-Ar) or hydrogen; 

Ri represents -SAC, -SCAC, -Ar, or -SAC-Ar and/or contains side chain 
residues of natural amino acids, or represent -CH2COOH; 

R3 represents -SAC, -SCAC, -Ar, or -SAC-Ar and/or contains side chain 
residues of natural amino acids, or represent -CH(CH3)2, -CH2COOH, 

-(CH2)2C02H, -CH2C(=0)NH2 or -(CH2)2C(=0)NH2; 

R2 represents -H, -SAC, -SCAC, -Ar, or -SAC-Ar and contains side chain 
residues of natural amino acids or -(CH2)n(0)inR5 (in which R5 = -SAC, 
-SCAC, -Ar, -SAC-Ar; and n=0, 1, 2; m=0, 1), or -(CH2)nOC(=0)R6 (in 
which Rfi = -SAC, -SCAC, -Ar, or -SAC-Ar; and n=l, 2) or represents 
(CH2)n(0)mAr' (in which n=0, 1, 2; m=0,l; Ar'=substituted phenyl or 
imidazole), methyl or hydrogen; 



R4 represents an organic acid acyl group of all the natural amino acids or 
represents -C(=0)R7 (in which R7 = -SAC, -SCAC, -Ar, or -SAC-Ar), 



- 89 - 



-C(=0)0R8 (in which Rg = -SAC, -SCAC, -Ar, or -SAC-Ar), 

-C(=0)NR9Rio (in which R9, Rio = -H, -SAC, -SCAC, -Ar, or -SAC-Ar), 
-SORii (in which Rn = -SAC, -SCAC, -Ar, or -SAC-Ar), or -SO2R12 (in 
which R12 = -SAC, -SCAC, -Ar, or -SAC-Ar); 



In cases where Ri and the adjacent R', and/or R3 and the adjacent R are 
connected to each other to form a cyclic compound, Ri-R' or R3-R 
together represents (CH2)„, (CH2)n-0-(CH2)m, or (CH2)„-NRi3-(CH2)m [in 
which n+m <9, R13 = -SAC, -SCAC, -Ar, -SAC-Ar, -C(=0)-SAC, 
-C(=0)-SCAC, -C(=0)-Ar, or -C(=0)-SAC-Ar]; 

X represents -CN, -CHO, -C(=0)Ri4 [in which Ru = -SAC, -SCAC, -Ar, 
or -SAC-Ar], -C(=0)ORi5 [in which R15 = -SAC, -SCAC, -Ar, or 
-SAC-Ar], -CONRieRi? [in which Rie and R17 each represents -H, -SAC, 
-SCAC, -Ar, or -SAC-Ar], -C(=0)CH20Ri8 [in which Rig represents -SAC, 
-SCAC, -Ar, or -SAC-Ar], or -C(=0)CH20C(=0)Ri9 [in which R19 = 
-SAC, -SCAC, -Ar, or -SAC-Ar]. The invention further encompasses a 
case where if X represents -COCH2-W, W represents -N2, -F, -CI, -Br, -I, 
-NR20R21 or -SR22 [in which wherein Rao, R21 and R22 /each independently 



represents -SAC, -SCAC, -Ar, or -SAC-Ar or a case where R20 and R21 
are connected to form a cychc compounds]; W also represents 



in which Y represents -OH, OR23 (in which Ras = -SAC, or -SCAC), 
-C(=0)R24 (in which R24 = -H, -SAC, or -SCAC), -F, -CI, -Br, -I, -CN, 
-NC, -N3, -CO2H, CF3, -CO2R25 (in which R25 = -SAC, or -SCAC), 
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-C(=0)NHR26 (in which R26 = -SAC, or -SCAC), and -C(=0)NR27R28 (in 
which R27, R28 = -SAC, or -SCAC) and can be mono- or poly-substituted 
at its maximum regardless of the order and the kinds. 

2. The compoimd of formula (I) according to claim 1, in which 

a) R and R' represent hydrogen, 

b) Ri represents -CH2COOH, 

c) R2 represents (CH2)n(0)mAr' [in which n=l, 2; m=0, 1; Ar -substituted 
phenyl or imidazole], methyl or hydrogen, 

d) R3 represents -CH(CH3)2, -CH2COOH, -(CH2)2C02H, -CH2C(0)NH2 or 
-(CH2)2C(0)NH2, 

e) Rj represents -C(=0)(0)nR29 [in which n=0,l; R29=-Ar, or -SAC-Ar], 
-SO2R30 [in which R30 = -Ar, or -SAC-Ar], or -C(=0)NHR3i, [in which 
R31 = -Ar, or -SAC-Ar], 

f) X represents -C(=0)CHN2, -C(=0)CH2Br, -C(=0)CH2C1, -C(=0)CH20Ar" 
[Ar" = phenyl] or -C(=0)CH20C(=0)Ar'" [in which 
Ar"'=2,6-diclilorophenyl or 2,6-dimethylphenyl]. 

3. The derivative according to Claim 1, wherein the compound is selected 
jfrom the group consisting of '' 

(3 S )-3 - { 3 -[( 1 S)- 1 -phenylmethyloxycarbonylamino-2-methyl-propyl]-4,5 -di- 
hydro-isoxazole-5-carbonylamino}-4-keto-pentanoic acid; 
(3S)-3-{3-[(lS)-l-phenylmethyloxycarbonylamino-2-methyl-propyl]-5-phenoxy 
methyl-4,5-dihydro-isoxazole-5-carbonyl-amino}-4-keto-pentanoic acid; 
(2S)-2-{3-[(lS)-l-phenylmethyloxycarbonylamino-2-methyl-propyl]-5-phenoxy 
methyl-4,5-dihydro-isoxazole-5-carbonyl-amino}-succinic acid l-(N-methyl- 
N-methoxy)-amide; 

(3 S)-3-{3-[(lS)- 1 -phenylmethyloxycarbonylamino-2-methyl-propyl]-4,5-dihydro 
-isoxazole-5-carbonylamino } -4-keto-5-diazo-pentanoic acid; 




(3S)-3-{3-[(lS)-l-phenylmetiiyloxycarbonylamino-2-methyl-propyl]-4,5-dihydro 

-isoxazole-S-carbonylammo } -4-keto-5-broino-pentanoic acid; 

(3 S)-3-{3-[( 1 S)- 1 -phenyIinethyloxycarbonylainino-2-methyl-propyl]-4,5-dihydro 

-isoxazole-5-carbonylammo}-4-keto-5-(2,6-dichlorobenzoyloxy)-pentanoic acid; 

(^S)-3-{3-[(l SV1 -rnaphth a l ene-l -carhony]amino )-2-methy]-propyl]-5-p enoxy> 

methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-phenoxy-pentanoic 

acid; 

(3S)-3-{3-[(lS)-l-(naphthalene-2-carbonylamino)-2-methyl-propyl]-5-penoxy- 

methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-phenoxy-pentaiioic 

acid; 

(3 S )-3 - { 3 -[( 1 S)- 1 -(naphthalene-2-carbonylamino)-2-methyl-propyl]-5 -penoxy- 
methyl-4, 5-diliydro-isoxazole-5-carbonylamino } -4-keto-5 -diazo-pentanoic acid; 
(3 S)-3 - { 3 -[( 1 S)- 1 -(naphthalene-2-carbonylamino)-2-inethyl-propyl]-5-penoxy- 
methyl-4, 5-dihy dro-isoxazole-S-carbonylamino ) -4-keto-5-bromo-pentanoic 
acid; 

(3S)-3-{3-[(lS)-l -(naphthalene-2-carbonylamino)-2-methyl-propyl]-5-penoxy- 
methyl-4,5-dihydro-isoxa2ole-5-carbonylaniino}-4-keto-5-(2,6-dichlorobenzoylo 
xy)-pentanoic acid; 

(3 S)-3 - { 3 -[( 1 S )- 1 -(naphthaiene-2-carbonylamiiio)-2-methyi-propyl]-5-ph.enyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylamiao}-4-keto-5-diazo-pentanoic acid; 
(3 S)-3- { 3-[( 1 S)- 1 -(naphthalene-2-carbonylamiiio)-2-niethyl-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-bromo-pentanoic 
acid; 

(3 S)-3-{ 3-[( 1 S)- 1 -(naphthalene-2-carbonylanmio)-2-methyl-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-(2,6-dichlorobenzoyl- 
oxy)-pentanoic acid; 

(3S)-3-{3-[(lS)-l-(naphthalene-2-carbonylainino)-2-methyl-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylamiiio}-4-keto-5-diazo-pentanoic acid; 
(3 S)-3-{ 3-[( 1 S)- 1 -(naphthalene-2-carbonylainino)-2-methyl-propyl]-5-phenyl- 
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me%l-4,5-dihydro-isoxazole-5-carbonylanmio}-4-keto-5-bromo-pentanoic 
acid; 

(3S)-3-{3-[(lS)-l-(naphthalene-2-carbonylainino)-2-methyl-propyl]-5-phenyl- 
methyM,5-dihydro-isoxazole-5-carbonylamiiio}-4-keto-5-(2,6-dichlorobeiizoyl- 

nYy)-ppntannir ari>f- 

(3 S)-3 - { 3 -[( 1 S)- 1 -(naphthalene-2-carbonylainiiio)-3 -carboxy-propyl]-5-inethyl-4, 
5-dihydro-isoxazole-5-carbonylamiiio}-4-keto-5-phenoxy-pentanoic acid; 

(3S)-3-{34(lS)-l-(qiiinoline-2-yl-carbonylamiiio)-2-methyl-propyl]-5-phenoxyin 

e%l-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-pentanoic acid; 

(3 S)-3- { 3 -{( 1 S)- 1 -(riaphuialefle-2-suifonyiamino)-2-memyi-propyi]-5-penoxy- 

methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-phenoxy-pentanoic 
acid; 

(3 S)-3 -{ 3 -[( 1 S)- 1 -(naphthalene-2-carbonylamino)-2-methyl-propyl]-5-phenoxy- 

methyl-4,5-dihydro-isoxazole-5-carbonylainiQo}-4-keto-5-(2-naphthyloxy)- 
pentanoic acid; 

(3S)-3-{3-[(lS)-l-(naphthalene-2-carbonylainino)-2-methyl-propyl]-5-phenoxy- 

me%l-4,5-dihydro-isoxazole-5-carbonylaiimio}-4-keto-5-(l-naphthyloxy)- 
pentanoic acid; 

(3S)-3-{3-[(lS)-l<2S)-2-acetylainiiio-succiiioylamino)-3-carboxy-propyl]-5- 

me%l-4,5-dihydro4soxazole-5-carbonylamino}-4-keto-5-phenoxy-pemanoic 

acid; 

(3 S)-3- { 3-[( IS)- 1 -(naphthalene-2-carbonylaiiiino)-2-methyl-propyl]-4,5-dihydro- 
isoxazole-5-carbonylainino}-4-keto-5-(2-naphthyloxy)-pentanoic acid; 

(3S)-3-{3-[2-methyl-(lS)-l-(2-naphthalenecarbonylamino)-propyl]-4,5-dihydro- 
isoxazole-5-carbonylainino}-4-keto-5-phenoxy-pentanoic acid (diasteromeric 
mixture); 

(3 S)-3 - { 3 -[2-methyl-( 1 S)- 1 -(pbenylmethyloxycarbonylamiiio)-propyl]-5-plienyl- 
metiiyl-4.5-dihydro-isoxazole-5-carbonyla(nino}-4-keto-5-diazo-pentanoic acid; 
(3S)-3-{3-[2-methyl-(lS)-l-(pheiiyImethyloxycarbonylainino)-propyl]-5-phenyl- 
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metiiyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-bromo-pentanoic 
acid; 

(3 S)-3-{3-[2-methyl-( IS)- 1 -(phenylmethyloxycarbonylammo)-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylainino}-4-keto-5-(2,6-dichlorobenzoyl- 

oxy)-pentanoic acid: 

(3 S)-3 - { 3-[2-methyl-( 1 S)- 1 -(phenylethylcarbonylanimo)-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-diazo-pentaiioic acid; 
(3 S)-3-{3-[2-methyl-(lS)- 1 -(phenyletiiylcarbonylamino)-propyl]-5-phenyImethyl 
-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-bromo-pentanoic acid; 
(3S)-3-{3-[2-methyl-(lS)-l-(phenylethylcarbonylainino)-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxa2ole-5-carbonylaiiiino}-4-keto-5-(2,6-dichlorobenzoylo 
xy)-pentanoic acid; 

(3 S )-3 - { 3 -[2-methyl-( 1 S)- 1 -( 1 -naphthalenecarbonylamino)-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-diazo-pentanoic acid; 
(3 S)-3-{3-r2-methyl-( lS)-l-( l-naphthalenecarbonylainino)-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxa2ole-5-carbonylamiao}-4-keto-5-bromo-pentanoic 
acid; 

(3 S )-3 - { 3 -[2-methyl-( 1 S)- 1 -( 1 -naphtha!enecarbonylamino)-propyl]-5-phenyl- 

methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-(2/6-dichlorobenzoylo 

/ 

xy)-pentanoic acid; 

(3S)-3-{3-[2-methyl-(lS)-l-(l-naphtalenesiilfonylarDino)-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-dia20-pentanoic acid 
(diastereomeric mixture); 

(3 S)-3-{ 3-[2-methyl-( 1 S)- 1 -( 1 -naphtalenesiilfonylamuio)-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylaniino}-4-keto-5-bromo-pentanoic acid 
(diastereomeric mixture); 

(3S)-3-(3-[2-methyl-(lS)-l-(l-naphtalenesuifonylamino)-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-(2,6-dichlorobenzoyl- 
oxy)-pentanoic acid (diastereomeric mixture); 
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(3S)-3-{3-[2-methyl-(lS)-l-((3-mdolyl)e%lcarbonylamino)-propyi]-5-phenyl- 
meti[iyl-4,5-dihy(ko-isoxazole-5-carbonylamino}-4-keto-5-diazo-pentaiioic acid; 
(3S)-3-{3-[2-me%l<lS)-l<(3-mdolyl)ethylcarbonylainiiio)-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylarmno}-4-keto-5-bromo-pentanoic 

acid; 

(3 S)-3- { 3-[2-methyl-( 1 S)- 1 -((3-mdolyl)ethylcarbonylaiiiino)-propyl]-5-phenyl- 
me11iyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-(2,6-dichlorobenzoyl- 
oxy)-pentanoic acid; 

(3S)-3-{3-[2-methyl-(lS)-l-((3-indolyI)methylcarbonylamino)-propyl]-5-phenyl- 
inethyI-4,5-dihydro-isoxazole-5-carbonyiamino}-4-keto-5-diazo-pentanoic acid; 
(3S)-3-{3-[2-methyl-(lS)-l-((3-indolyl)methylcarbonylamiiio)-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-bromo-pentanoic 
acid; 

(3 S)-3 - { 3 -[2-methyl-( 1 S)- 1 -((3 -indolyl)methylcarbonylamino)-propyl]-5 -phenyl- 
methyl-4,5-dihydro-isoxa2ole-5-carbonylamino}-4-keto-5-(2,6-dichlorobeii2oyl- 
oxy)-pentanoic acid; 

(3S)-3-{3-[2-me1hyl-(lS)-l-(cimamoylainino)-propyl]-5-phenylmethyl-4,5- 
dihydro-isoxazole-5 -carbonylamino } -4-keto-5 -diazo-pentanoic acid; 

(3S)-3-{3-[2-methyl-(lS)-l-(cinnamoylamino)-propyl]-5-phenylmethyl-4,5- 

/ 

dihydro-isoxazole-5-carbonylamino}-4-keto-5-bromo-peiitanoic acid; 
(3S)-3-{3-[2-methyl-(lS)-l-(cumamoylamino)-propyl]-5-phenylmethyl-4,5- 
dihydro-isoxazole-5-carbonylamino}-4-keto-5-(2,6-dichlorobenzoylo^)- 
pentanoic acid; 

(3 S)-3-{3-[2-methyl-( IS)- l-(phenylmethylsulfonylaiiiino)-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxa2X)le-5-carbonylainino}-4-keto-5-diazo-pentanoic acid; 
(3 S)-3-{3-[2-methyl-( 1 S)- l-(phenylmethylsulfonylamino)-propyl]-5-phenyl- 
methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-bromo- 
pentanoic acid; 

(3S)-3-{3-[2-methyl-(lS)-l-(phenylmetiiylsulfonylamino)-propyl]-5-phenyl- 
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methyl-4,5-dihydro-isoxazole-5-carbonylaniino}-4-keto-5-(2,6-(iichiorobeiizoylo 
xy)-pentanoic acid; 

(3 S)-3- {3-[2-methyi-( 1 S)- 1 -(quinoline-2-yl-carbonylammo)-propyl]-4,5-dihydro- 

isoxazole-5-carbonylainino}-4-keto-5-diazo-pentanoic acid; 

(3 S) 3 - {3 - [2 " metfayl"(lS)-l^(quinoline- 2 -y l -c . arbnnylaTTiinn)-prnpyl]-4,5-riihydrn- 

isoxazole-5-carbonylamiiio}-4-keto-5-bromo-pentanoic acid; 

(3S)-3-{ 3-[2-methyl-( 1 S)- 1 -(quiiioline-2-yl-carbonylaniino)-propyl]-4,5-dihydro- 

isoxazole-5-carbonylamino}-4-keto-5-(2,6-dichlorobenzoyloxy)-pentanoic acid; 

(3 S)-3 - { 3 -[2-methyl-( 1 S)- 1 -(quinoline-2-yl-carbonylaiiiino)-propyl]-4,5-dihy dro- 

isoxazole-5-carbonylaiiiino}-4-keto-5-phenoxy-pentanoic acid; 

(3S)-3-{3-[2-methyl-(lS)-l-(quinoline-2-yl-carbonylanmio)-propyl]-5-phenyl- 

methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-diazo-pentanoic acid; 

(3 S)-3 - { 3 -[2-methyl-( 1 S )- 1 -(quinoline-2-yl-carbonylamino)-propyi]-5-phenyl- 

methyl-4,5-dihydro-isoxazole-5-carbonylamino } -4-keto-5-bromo-pentanoic 

acid; 

(3S)-3-{3-[2-methyl-(lS)-l-(quinoline-2-yl-carbonylainino)-propyl]-5-phenyl- 
iiiethyl-4,5-dihydro-isoxazoie-5-carbonylamino}-4-keto-5-(2,6-dichlorobenzoylo 
xy)-peiitanoic acid; 

(3S)-3-{3-[2-methyl-(lS)-l-(quinoline-2-yl-carbonylainiiio)-propyl]-5-phenyl- 

methyl-4,5-dihydro-isoxazole-5-carbonylamino}-4-keto-5-phenoxy-pentanoic 

acid; 

(3 S)-3 - { 3 - [2-methyl-( 1 S)- 1 -(quinoline-2-yl-carbonylamino)-propyl]-5-( 1 - 
imidazolyl-methyl)-4,5-dihydro-isoxa2ole-5-carbonylaiiiino}-4-keto-5-phenoxy- 
pentanoic acid; 

(3S)-3-{3-[2-methyl-(lS)-l-(2-naphthalenecarbonylamino)-propyI]-4,5--dihydro- 
isoxazole-5-carbonylamino } -4-keto-pentanoic acid; 

(3 S)-3- { 3 -[( 1 S)- 1 -(succinoylamino)-3 -carbaxy-propyl]-5-methyl-4,5-dihydro- 

isoxazole-5-carbonylamino}-4-keto-5-phenoxy-pentanoic acid; 

(3 S)-3-{3-[2-methyl-( IS)- l-(succinoylamino)-propyl]-5-inethyl-4,5-dihydro- 
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isoxa2;ole-5-carbonylammo}-4-keto-5-phenoxy-pentanoic acid; and 

(3 S)-3 - { 3 -[2-methyl-( 1 S)- 1 -( 1 -naphtalenylcarbonylainmo)-propyl]-5 -phenyl- 

methyl-4,5-dihydro-isoxazole-5-carbonylaiiiino}-4-keto-5-(l-piperidmyl)-pentaii 

oic acid. 



4. A pharmaceutical composition for inhibiting caspases activity which 
comprises as the active ingredient a therapeutically effective amount of a 
derivative of formula (1) as claimed in any of Claim 1 to 3 and 
pharmaceutically acceptable carrier. 

5. The composition according to Claim 4, in the form for administration 
orally, percutaneously, or by parenteral injection. 

6. A method of treating patients suffering from the diseases caused by 
caspases activation, said method comprising the local or systemic 
administration of a pharmaceutically effective amount of the compound of 
formula (I) according to any of Claim 1 to 3 or a pharmaceutically 
acceptable salt thereof in admixtiu'e with a pharmaceutical carrier. 

/ 

7. A process for preparing a derivative of the forinula (I), which is 
characterized in that hydroxamoyl chloride (VI) is reacted with aciylate 
derivative (VII) to give isoxazoline derivative (VIII), and isoxazoline 
derivative (VIII) is then deprotected and R4 is introduced thereinto to give 
a compound of formula (IX) which is then reacted with a compound of 
formula (X) and, if necessary, the isoxazoline derivative (VIII) is directly 
reacted with the compound (X) to give a compound of formula (I), and if 
necessary, the compound of formula (I) having the protecting group Pi is 
converted into other compound having substituent R4. 




in which the sustituents are the same as defined in Claim 1. 
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Abstract 

The present invention relates to an isoxazoline derivative of formula (I), 
the pharmaceutically acceptable salts, esters and stereochemically isomeric 
forms thereof and the use of the derivative in in hibitin g the activity of 
caspases. The derivative according to the present invention can be 
effectively used in treating diseases due to caspases, such as, for example 
the disease in which cells are abnormally died, dementia, cerebral stroke, 
AIDS, diabetes, gastric ulcer, hepatic injure by hepatitis, sepsis, organ 
transplantation rejection reaction and anti-ioflanimation. 
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